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FILE 1 REGISTRY 1 ENTERED AT 14:31:44 ON 03 JUN 2004 
ACT DEVI 64 3 /A 



LI ( 1) SEA FILE=REGISTRY ABB=ON PLU=ON SULFO-LC-SPDP/CN 

L2 ( 1) SEA FILE=REGISTRY ABB=ON PLU=ON LC-SPDP/CN 

L3 ( 1)SEA FI LE=REGI STRY ABB=ON PLU=ON SATA/CN 

L4 ( 1 ) SEA FI LE=REGI STRY ABB=ON PLU=ON SMCC/CN 

L5 ( 4) SEA FILE=REGISTRY ABB=ON PLU=ON MBS/CN 

L6 ( 1 ) SEA FILE=REGI STRY ABB=ON PLU=ON SMPB/CN 

L7 ( 6) SEA FILE=REGISTRY ABB=ON PLU=ON SMPB ?/CN 

L8 ( 3) SEA FILE=REGISTRY ABB=ON PLU=ON (ADH/CN OR "ADH (ENZYME 

L9 ( 1)SEA FILE=REGISTRY ABB=ON PLU=ON EDAC/CN 

L10 ( 1)SEA FI LE=REGI STRY ABB=ON PLU=ON DTSSP/CN 

Lll 20 SEA FILE=REGISTRY ABB=ON PLU=ON LI OR L2 OR L3 OR L4 OR 



E ADH/CN 5 
E SMPB/CN 

E C5A PEPTIDASE/CN 5 
L12 4 S E3-E7 



FILE 'HCAPLUS* ENTERED AT 14:36:03 ON 03 JUN 2004 



LI 
L2 
L3 
L4 
L5 
L6 
L7 
L8 

L9 

L10 

Lll 

L12 



L13 



L14 



LIS 



L16 
L17 



1) SEA FILE=REGI STRY ABB=ON PLU=ON 

1)SEA FI LE=REGI STRY ABB=ON PLU=ON 

1)SEA FI LE=REGI STRY ABB=ON PLU=ON 

1)SEA FILE=REGI STRY ABB=ON PLU=ON 

4) SEA FILE=REGI STRY ABB=ON PLU=ON 

1)SEA FILE=REGISTRY ABB=ON PLU=ON 

6) SEA FI LE=REGI STRY ABB=ON PLU=ON 

3) SEA FILE=REGI STRY ABB=ON PLU=ON 

(ENZYME) "/CN OR "ADH (HORMONE) M /CN) 

1)SEA FILE=REGISTRY ABB=ON PLU=ON EDAC/CN 

1)SEA FI LE=REGI STRY ABB=ON PLU=ON 

20 SEA FILE=REGISTRY ABB=ON PLU=ON 



SULFO-LC-SPDP/CN 
LC-SPDP/CN 
SATA/CN 
SMCC/CN 
MBS/CN 
SMPB/CN 
SMPB ?/CN 
(ADH/CN OR "ADH 



DTSSP/CN 

LI OR L2 OR L3 OR L4 



OR L5 OR L6 OR L7 OR L8 OR L9 OR L10 
4 SEA FILE=REGISTRY ABB=ON PLU=ON ("C5A PEPTIDASE"/CN OR 
"C5A PEPTIDASE (STREPTOCOCCUS AGALACTIAE STRAIN GW GENE 
SCPB N-TERMINAL FRAGMENT) "/CN OR "C5A PEPTIDASE (STREPTOC 
OCCUS AGALACTIAE STRAIN 125 GENE SCPB N-TERMINAL 
FRAGMENT) "/CN OR "C5A PEPTIDASE (STREPTOCOCCUS AGALACTIAE 

STRAIN 130 GENE SCPB N-TERMINAL FRAGMENT) "/CN OR "C5A 
PEPTIDASE (STREPTOCOCCUS STRAIN 78-471 GENE SCPB 
PRECURSOR) "/CN) 

129762 SEA FILE=HCAPLUS ABB=ON PLU=ON L12 OR TT ( S ) TETANUS OR 

TOXIN OR TOXOID OR PNEUMOLYSIN OR FHA OR FILAMENT? (W) (HAE 
MAGGLUTIN? OR HEMAGGLUTIN? ) OR PILI OR PILIN OR OMP OR 
(SURFACE OR OUTER MEMBRAN?) (W) PROTEIN OR C5A PEPTIDASE 
19341 SEA FILE=HCAPLUS ABB=ON PLU=ON L13 AND (LPS OR LOS OR 
ENDOTOXIN OR ENDO TOXIN OR LIPOPOLYSACCHARIDE OR 
LIPOOLIGOSACCHARIDE OR LIPO (W) (POLYSACCHARIDE OR 
OLIGOSACCHARIDE OR (OLIGO OR POLY) (W) SACCHARIDE) OR 
(LIPOPOLY OR LIPOOLIGO) (W) SACCHARIDE) 
2990 SEA FILE-HCAPLUS ABB=ON PLU=ON L14 AND (LINK? OR 
CON JU GAT? OR BOND OR BONDED OR BOUND OR BIND? OR 
CROSSLINK?) 

89 SEA FILE=HCAPLUS ABB=ON PLU=ON L15 AND COVALEN? 

14 SEA FILE=HCAPLUS ABB=ON PLU=ON LI 6 AND (Lll OR (LC OR 
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L18 



L19 



14 



LONG CHAIN) (W) SPDP OR SATA OR SATP OR SMCC OR MBS OR 
IS!ABI OR SMPB OR BANS I OR ADH OR ED AC OR DTSSP OR 
ADIP?(2W) (DIHYDRAZIDE OR DI HYDRAZIDE) ) 

SEA FILE=HCAPLUS ABB=ON PLU=ON L16 AND (SUCCIN?(S) (MALE 
IMIDO? OR AC ET YLTH I OACETAT E OR (ACETYL OR AC) (W) (THIOACET 
ATE OR THIO ACETATE) OR ACETYLTHIO ACETATE) OR (MALEIMIDO 
BENZ? OR MALEIMIDO BENZ?) (3W) (HYDROXYSUCCIN? OR HYDROXY 
SUCCIN?) OR MALEIMIDOBENZOYLOXYSUCCIN? OR ETHYL (S ) 7CARBOD 
IIMIDE) 

SEA FILE=HCAPLUS ABB=ON PLU=ON L17 OR L18 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:887632 HCAPLUS 
139:363588 

Antigenic conjugates of conserved 
lipopolysaccharides of Gram-negative 
bacteria 

Arumugham, Rasappa G. ; Fortuna-Nevin, Maria; 
Apicella, Michael A.; Gibson, Bradford W. 
Wyeth Holdings Corporation, USA 

U.S., 13 pp., Cont . -in-part of U.S. Provisional 

Ser. No. 88,364. 

CODEN: USXXAM 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



US 6645503 
US 2004052804 
PRIORITY APPLN. INFO 



Bl 20031111 US 1999-264747 19990309 

Al 20040318 US 2003-643314 20030819 

US 1998-88364P P 19980310 
US 1999-264747 A3 19990309 
AB The authors disclose conjugates comprising a carrier 
protein covalently bonded to the conserved 
portion of a lipopolysaccharide of a Gram-neg. bacterium. 
The conserved portion of the lipopolysaccharide comprises 
the inner core and lipid A portions of the 
lipopolysaccharide. The conjugate elicits a 

cross-reactive immune response against heterologous strains of the 
Gram neg. bacterium. 
IT 100179-39-3D, C5a Peptidase, 

conjugates with Gram-neg. lipooli go saccharides 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); USES (Uses) 
(immunogenicity of) 
IT 1071-93-8, Adipic acid dihydrazide 
1892-57-5, EDAC 58626-38-3, MBS 
64987-85-5, SMCC 76931-93-6, 
SATA 79886-55-8, SMPB 81069-02-5 
, DTSSP 158913-22-5, LC-SPDP 
169751-10-4, Sulfo-LC-SPDP 

RL: BUU (Biological use, unclassified); BIOL (Biological study); 
USES (Uses) 
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(in preparation of lipooligosaccharide conjugates 

of Gram-neg. bacteria) 
REFERENCE COUNT: 3 6 THERE ARE 36 CITED REFERENCES AVAILABLE 

FOR THIS RECORD. ALL CITATIONS AVAILABLE 
IN THE RE FORMAT 

LI 9 ANSWER 2 OF 14 HCAPLUS COPYRIGHT 2004 ACS on STN 
ED Entered STN: 30 Aug 2000 

ACCESSION NUMBER: 2000:603707 HCAPLUS 

DOCUMENT NUMBER: 133:280268 

TITLE : Vibrio chol erae 0139 conjugate 

vaccines: synthesis and immunogenicity of V. 
cholerae 0139 capsular polysaccharide 
conjugates with recombinant diphtheria 
toxin mutant in mice 

AUTHOR (S) : Kossaczka, Zuzana; Shiloach, Joseph; Johnson, 

Virginia; Taylor, David N. ; Finkelstein, Richard 
A.; Robbins, John B.; Szu, Shousun C. 

CORPORATE SOURCE: National Institute of Child Health and Human 

Development, National Institutes of Health, 
Bethesda, MD, 20892-2720, USA 

SOURCE: Infection and Immunity (2000), 68(9), 5037-5043 

CODEN: INFIBR; ISSN: 0019-9567 

PUBLISHER: American Society for Microbiology 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Epidemiol, and exptl . data provide evidence that a critical level of 
serum IgG antibodies to the surface polysaccharide of Vibrio 
cholerae 01 (lipopolysaccharide) and of Vibrio cholerae 

0139 (capsular polysaccharide [CPS]) is associated with immunity to the 
homologous pathogen. The immunogenicity of polysaccharides, especially in 
infants, may be enhanced by their covalent attachment to 
proteins (conjugates) . Two synthetic schemes, involving 
l-ethyl-3- ( 3-dimethylaminopropyl ) carbodiimide 

(EDC) and l-cyano-4-dimethylaminopyridinium tetraf luoroborate (CDAP) 
as activating agents, were adapted to prepare four conjugates 
of V. cholerae 0139 CPS with the recombinant diphtheria 
toxin mutant, CRMH21G. Adipic acid 
dihydrazide was used as a linker. When injected 

s.c. into young outbred mice by a clin. relevant dose and schedule, 
these conjugates elicited serum CPS antibodies of the IgG 
and IgM classes with vibriocidal activity to strains of capsulated 
V. cholerae 0139. Treatment of these sera with 2-mercaptoethanol 
(2-ME) reduced, but did not eliminate, their vibriocidal activity. 
These results indicate that the conjugates elicited IgG 
with vibriocidal activity. Conjugates also elicited high 
levels of serum diphtheria toxin IgG. Convalescent sera 
from 20 cholera patients infected with V. cholerae 0139 had 
vibriocidal titers ranging from 100 to 3,200: absorption with the 
CPS reduced the vibriocidal titer of all sera to ^50. 
Treatment with 2-ME reduced the titers of 17 of 20 patients to 
^50. These data show that, like infection with V. cholerae 
01, infection with V. cholerae 0139 induces vibriocidal antibodies 
specific to the surface polysaccharide of this bacterium (CPS) that 
are mostly of IgM class. Based on these data, clin. trials with the 
V. cholerae 0139 CPS conjugates with recombinant 
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diphtheria toxin are planned. 
IT 1071-93-8, Adipic acid dihydrazide 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(synthesis and immunogenicity of Vibrio cholerae 0139 capsular 
polysaccharide conjugates with recombinant diphtheria 
toxin mutant conjugate vaccines in mice prepared 
by reaction with) 

REFERENCE COUNT: 45 THERE ARE 45 CITED REFERENCES AVAILABLE 

FOR THIS RECORD. ALL CITATIONS AVAILABLE 
IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



HCAPLUS COPYRIGHT 20 04 ACS on STN 
22 Sep 1999 

1999:597423 HCAPLUS 
131:213104 

Antigenic conjugates of conserved 
lipopoly saccharides of gram negative 
bacteria 

Arumugham, Rasappa G. ; Fortuna-Nevin, Maria; 
Apicella, Michael A.; Gibson, Bradford W. 
American Cyanamid Company, USA 
Eur. Pat. Appl., 18 pp. 
CODEN: EPXXDW 
Patent 
English 
1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



EP 941738 

R: AT, BE, 
PT, IE, 

CA 2264970 

AU 9919540 

AU 766184 

JP 11322793 

BR 9902008 
PRIORITY APPLN. INFO.: 
AB 



Al 19990915 
CH, DE, DK, ES, 
SI, LT, LV, FI, 



FR, 

RO 



EP 1999-301747 19990309 
GB, GR, IT, LI, LU, NL, SE, 



MC, 



AA 
Al 
B2 
A2 
A 



19990910 
19990923 
20031009 
19991124 
20000509 



US 



CA 1999-2264970 
AU 1999-19540 

JP 1999-61354 
BR 1999-2008 
1998-37529 A 



19990308 
19990309 

19990309 
19990309 
19980310 



Antigenic conjugates are provided which comprise a carrier 
protein covalently bonded to the conserved 
portion of a lipopoly saccharide of a gram neg. bacteria, 
wherein said conserved portion of the lipopolysaccharide 
comprises the inner core and lipid A portions of said 
lipopolysaccharide, said conjugate eliciting a 

cross reactive immune response against heterologous strains of said 

gram neg, bacteria. The carrier protein is selected from CRM197, 

tetanus toxin, diphtheria toxin, pseudomonas 

exotoxin A, cholera toxin, group A streptococcal 

toxin, pneumolysin of Streptococcus pneumoniae, 

filamentous hemagglutinin ( FHA) , 

FHA of Bordetella pertussis, pili or 

pilins of Neisseria gonorrhoeae or meningitidis, 

outer membrane proteins of Neisseria 

meningitidis, C5A peptidase of Streptococcus and 

surface protein of Moraxella catarrhalis. 
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IT 100179-39-3, C5A Peptidase 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(carrier; conjugates of conserved 

lipopolysaccharides of gram neg. bacteria and carrier 
proteins for eliciting cross reactive immune response against 
heterologous strains of gram neg. bacteria) 
IT 1071-93-8, Adipic acid dihydrazide 

1892-57-5, EDAC 64987-85-5, SMCC 

76931-93-6, SATA 79886-55-8, 

Succinimidyl 4- (p-maleimidophenyl ) but y rate 

158913-22-5 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); USES (Uses) 
(linker; conjugates of conserved 

lipopolysaccharides of gram neg. bacteria and carrier 
proteins for eliciting cross reactive immune response against 
heterologous strains of gram neg. bacteria) 
REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 

THE RE FORMAT 
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INVENTOR ( S ) 
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SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 
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1998: 621324 HCAPLUS 
129:240848 

Increasing the efficiency of uptake of 
transforming DNA complexes with polycations 
using peptides 

Hawley-Nelson, Pamela; Lan, Jianqing; Shin, 

Pojen; Jessee, Joel A.; Ciccarone, Valentina C; 

Evans, Krista L.; Schifferli, Kevin P.; 

Gebeyehu, Guililat 

Life Technologies, Inc., USA 

PCT Int. Appl., 105 pp. 

CODEN: PIXXD2 

Patent 

English 

5 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 


9840502 




Al 


19980917 




WC 


• 1998-US5232 


19980316 






W: 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CU, 


CZ, 






DE, 


DK, 


EE, 


ES, 


FI, 


GB, 


GE, 


GH, 


GM, 


GW, 


HU, 


ID, 


IL, 


IS, 


JP, 






KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MD, 


MG, 


MK, 






MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 






TJ, 


TM, 


TR, 


TT, 


UA, 


UG, 


UZ, 


VN, 


YU, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 






MD, 


RU, 


TJ, 


TM 


























RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SZ, 


UG, 


zw, 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 






FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 






CI, 


CM, 


GA, 


GN, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 












us 


6051429 




A 




20000418 




US 


1997-818200 


19970314 




AU 


9865622 




Al 


19980929 




AU 


■ 1998-65622 




19980316 




EP 


1007699 




Al 


20000614 




EP 


1 1998-911737 




19980316 






R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 
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PT, IE, FI 
JP 2001517939 T2 
PRIORITY APPLN. INFO.: 



AB 



20011009 JP 1998-539899 19980316 

US 1997-818200 A 19970314 

US 1995-477354 B2 19950607 

US 1996-658130 A2 19960604 

WO 1998-US5232 W 19980316 



A method of increasing the efficiency of transformation of 
eukaryotic cells using complexes of nucleic acids with polycations 
is decribed. The method uses peptide conjugates with 
nucleic acid-binding moieties, cationic lipids and 
dendrimers to complex the DNA. The peptides may be synthetic or 
derived from a cellular protein and may be further derivatized, e.g. 
by selective deprotection . The peptide may also be 
covalently linked to the trans fection agent 

(lipid, cationic lipid or dendrimer) . Inclusion of peptides or 
modif ied-peptides in transfection compns . or covalent 
attachment of peptides to transfection agents increases the 
efficiency of transfection. Methods for the preparation of transfection 
compns. and methods of using these transfection compns. as 
intracellular delivery agents and extracellular targeting agents are 
also disclosed. 

REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



HCAPLUS 



an antiendotoxin 



1998:189761 
128:312811 

Covalent polymyxin B conjugate 
with human immunoglobulin G as 
reagent 

Drabick, Joseph J.; Bhattachar j ee, Apurba K. ; 
Hoover, David L.; Siber, George E./ Morales, 
Vivian E.; Young, Lynnette D.; Brown, Scott L. ; 
Cross, Alan S. 

Department of Bacterial Diseases, Walter Reed 
Army Institute of Research, Washington, DC, 
20307-5100, USA 

Antimicrobial Agents and Chemotherapy (1998), 
42(3) , 583-588 

CODEN: AMACCQ; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

Polymyxin B (PMB) is a cyclic decapeptide antibiotic which also 
binds and neutralizes endotoxin. Unfortunately, 

PMB can be considerably nephrotoxic at clin. utilized doses, thereby 

limiting its utility as a therapeutic antiendotoxin reagent. We 

sought to change the pharmacokinetics and toxicity profile of PMB by 

covalently linking it to a human IgG (IgG) 

carrier. Conjugates of PMB with IgG were prepared by 

EDAC [l-ethyl-3- ( 3-dimethylaminopropyl ) 

carbodiimide] -mediated amide formation. Anal, by dot ELISA 
with an anti-PMB monoclonal antibody showed that the purified 
conjugate contained bound PMB. The IgG- PMB 



AUTHOR (S 



CORPORATE SOURCE: 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



Searcher 
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conjugate reacted with lipid A and J5 

lipopoly saccharide in Western blot assays in a manner 

comparable to that of whole antiserum with anti-lipid A reactivity; 

unconjugated IgG had no reactivity. The PMB bound in the 

conjugate retained its endotoxin-neutralizing 

activity compared to that of unbound PMB as evidenced by its 

dose-dependent inhibition of tumor necrosis factor release by 

endo toxin-stimulated human monocytes in vitro; unconjugated 

IgG had no activity. By this assay, the PMB-IgG conjugate 

was determined to have approx. 3.0 H-g of bound functional 

PMB per 100 \xg of total protein of conjugate (five 

mols. of PMB per IgG mol . ) . The PMB-IgG conjugate was 

also bactericidal against clin. strains of Escherichia coli, 

Pseudomonas aeruginosa, and Klebsiella pneumoniae relative to 

unconjugated IgG with MBCs of <4 u.g of conjugate per mL 

for each of the tested strains. The conjugate appeared to 

be nontoxic at the highest doses deliverable and provided 

statistically significant protection from death to 

galactosamine-sensitized, lipopolysaccharide-challenged 

mice in a dose-dependent fashion when administered prophylactically 

2 h before challenge. However, neither free PMB nor the PMB-IgG 

conjugate could protect mice challenged with 

endotoxin 2 h after administration. This suggests that 

these reagents can play a role in prophylaxis but not in therapy of 

sepsis. These expts . demonstrated that the PMB-IgG 

conjugate retains bound yet functional PMB as 

evidenced by its endotoxin-neutralizing activity both in 

vitro and in vivo. Further work is required to define the role that 

this or related conjugate compds . may play in the 

prophylaxis of endotoxin-mediated disease. 

IT 1892-57-5DP, l-Ethyl-3- ( 3-dimethylaminopropyl ) 

carbodiimide] , conjugates with IgG and polymyxin B 
RL: ADV (Adverse effect, including toxicity) ; BAC (Biological 
activity or effector, except adverse) ; BSU (Biological study, 
unclassified); PNU (Preparation, unclassified); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 
(antibacterial and endotoxin-neutralizing activity of 
polymyxin B conjugate with human IgG) 

IT 1892-57-5, l-Ethyl-3- (3-dimethylaminopropyl) 
carbodiimide ] 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(antibacterial and endotoxin-neutralizing activity of 
polymyxin B conjugate with human IgG) 
REFERENCE COUNT: 34 THERE ARE 34 CITED REFERENCES AVAILABLE 

FOR THIS RECORD. ALL CITATIONS AVAILABLE 
IN THE RE FORMAT 
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ACCESSION NUMBER: 1996:2 69625 HCAPLUS 

DOCUMENT NUMBER: 124:34 0423 

TITLE: Preparation and immunogenicity of S flexneri 2a 

polysaccharide-protein conjugate 

AUTHOR (S) : Xu, Xiaoping; Chen, Zhihua; Su, Xin; Gao, 

Jieying 

CORPORATE SOURCE: Inst, of Microbiology and Epidemiology, Acad, of 



Searcher 



Shears 571-272-2528 



10/643314 



Military Med. Sci., Beijing, 100850, Peop. Rep. 
China 

SOURCE: Junshi Yixue Kexueyuan Yuankan (1995), 19(4), 

274-7 

CODEN: JYKYEL; ISSN: 1000-5501 
PUBLISHER: Junshi Yixue Kexueyuan Yuankan Bianjibu 

DOCUMENT TYPE: Journal 
LANGUAGE: Chinese 

AB Polysaccharide (PS) derived from Shigella flexneri 2a 
lipopolysaccharide (LPS) was covalently 
coupled to diphtheria toxoid (DT) by using adipic 
acid dihydrazide as a spacer mol . in the presence of 
carbodiimide. Immunization of rabbits revealed that the 
conjugate elicited higher F2a LPS antibody levels 
than the PS alone. A clear anti-LPS booster effect was 
induced by the conjugate. Anal, of antiserum showed that 
the antibody was reactive with serogroup A, C, D. 

L19 ANSWER 7 OF 14 HCAPLUS COPYRIGHT 2004 ACS on STN 
ED Entered STN: 03 Aug 1995 

ACCESSION NUMBER: 1995:718927 HCAPLUS 

DOCUMENT NUMBER: 123:196164 

TITLE: Comparative immunogenicity of conjugates 

composed of Escherichia coli 0111 O-specific 
polysaccharide, prepared by treatment with 
acetic acid or hydrazine, bound to 
tetanus toxoid by two synthetic 
schemes 

AUTHOR (S) : Gupta, Rajesh K. ; Egan, William; Bryla, Dolores 

A.; Robbins, John B.; Szu, Shousun C. 

CORPORATE SOURCE: Nat. Inst. Child Health Human Dev., Nat. Inst. 

Health, Bethesda, MD, 20892, USA 

SOURCE: Infection and Immunity (1995), 63(8), 2805-10 

CODEN: INFIBR; ISSN: 0019-9567 

PUBLISHER: American Society for Microbiology 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB E. coli 0111, of various H types and virulence factors, causes 

enteritis throughout the world, especially in young children. This O type 

is found rarely in healthy individuals. Serum antibodies to the 

O-specific polysaccharide of 0111 lipopolysaccharide ( 

LPS) protect mice and dogs against infection with this E. 

coli serotype. The 0111 O-specific polysaccharide is composed of a 

pentasaccharide repeat unit with 2 colitoses bound to the 

C-3 and C-6 of glucose in a trisaccharide backbone; this structure 

is identical to that of Salmonella adelaide (035), another enteric 

pathogen. Nonpyrogenic 0111 O-specific polysaccharide was prepared by 

treatment of its LPS with acetic acid (0-SP) or the organic 

base hydrazine (DeA-LPS) . The O-SP had a reduced concentration 

of colitose. These products were derivatized with adipic 

acid dihydrazide (ADH) or thiolated with 

N-succinimidyl-3 (2-pyridyldithio) propionate (SPDP) . The 4 derivs . 
were covalently bound to tetanus 

toxoid (TT) by carbodiimide-mediated condensation 

or with SPDP to form conjugates. Immunization of BALB/c 

and general-purpose mice by a clin. acceptable route showed that 
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DeA-LPS-TTADH, of the 4 conjugates, elicited the 
highest level of LPS antibodies. Possible reasons to 
explain this differential immunogenicity between the four 
conjugates are discussed. 
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ACCESSION NUMBER: 1995:612078 HCAPLUS 

DOCUMENT NUMBER: 123:81134 

TITLE: Synthesis and characterization of a polyvalent 

Escherichia coli O-polysaccharide-toxin 
A conjugate vaccine 

AUTHOR(S): Cryz, S. J., Jr.; Que, J. O. ; Cross, A. S.; 

Furer, E. 

CORPORATE SOURCE: Swiss Serum and Vaccine Institute, Bern, 

CH-3001, Switz. 
SOURCE: Vaccine (1995), 13(5), 449-53 

CODEN: VACCDE; ISSN: 0264-410X 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A 12-valent Escherichia coli O-polysaccharide (O-PS) -toxin 
A conjugate vaccine was formulated. Nonpyrogenic, 
low-mol . -weight O-PS was derived from lipopolysaccharides ( 
LPS) of the following serotypes: 01, 02, 04, 06, 07, 08, 
012, 015, 016, 018, 025, and 075. Individual O-PS were 
covalently coupled to Pseudomonas aeruginosa toxin 
A using adipic acid dihydrazide as a spacer mol . 

and carbodiimide as a coupling agent. On a weight basis, the final 

multivalent vaccine was composed of 43% O-PS and 57% toxin 

A. The vaccine was nontoxic and nonpyrogenic in standard animal tests, 

Immunization of rabbits engendered a marked rise (6-74-fold) in 

anti-LPS IgG antibody titers. When passively transferred 

to mice, immune rabbit IgG conferred statistically significant 

protection against a challenge with 9 of the 12 vaccine serotypes. 

For two serotypes, although the mortality rate declined by 

>50% in the passively immunized vs. the control group, the 

difference did not reach statistical significance. The degree of 

protection provided by passively transferred IgG was influenced by 

both the anti-LPS antibody levels in the IgG preparation and 

the virulence of the challenge strain. Active immunization of mice 

with either conjugate vaccine or killed E. coli whole 

cells did not confer protection. This was most probably due to the 

fact that these antigens induced a meagre anti-LPS IgG 

antibody response. 
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TITLE: Detoxified lipopolysaccharide- cholera 

toxin conjugate vaccine for 
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INVENTOR (S ) : Szu, Shousun C. ; Robbins, John B. ; Gupta, Rajesh 

K . 

PATENT ASSIGNEE(S): United States Dept. of Health and Human 
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SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PCT Int. Appl., 40 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 
WO 



AU 
AU 
EP 



9313797 
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W: AU, 
RW: AT, 
SE 

9334696 
678549 
623026 

R: BE, 
07503238 



WO 1993-US253 



19930114 



CA, 
BE, 



A2 19930722 
A3 19931028 

JP 

CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT 
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Al 19930803 
B2 19970605 
Al 19941109 
DK, ES, FR, GB, 
T2 19950406 



AU 1993-34696 



19930114 



19930114 



EP 1993-903428 
GR, IE, IT, LU, NL, PT 
JP 07503238 T2 19950406 JP 1993-512624 19930114 

PRIORITY APPLN. INFO. : US 1992-821453 19920116 

WO 1993-US253 19930114 
AB A vaccine against cholera comprises a conjugate of 
detoxified Vibrio cholerae lipopolysaccharides ( 
LPS) with cholera toxin (CT) . Detoxification is 
carried out with hydrazine or by acid hydrolysis. 
Conjugation is carried out by covalent attachment , 
using a bifunctional linker, such as N-succinimidyl-3- (2- 
pyridyldithio) propionate. Alternatively, the detoxified LPS 
can be derivatized for conjugation by reaction with 
adipic acid dihydrazide, followed by further 
reaction with l-ethyl-3- ( 3-dimethylaminopropyl ) 
carbodiimide. The conjugates have low levels of 
pyrogen, no toxicity to Chinese hamster ovary cells, and elicit 
booster responses to vibriocidal and Ct antibodies, when injected 
s.c. to mice, in saline solution 
IT 1071-93-8, Adipic acid dihydrazide 

1892-57-5D, reaction product with adipic acid 
di hydra z i de 

RL: BIOL (Biological study) 

(linker, in conjugation of detoxified 
lipopolysaccharides with cholera toxin, in 
manufacture of vaccine against cholera) 
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Escherichia coli O-polysaccharide-protein 

conjugate vaccine 

Cryz, Stanley J.; Furer, Emil P. 

USA 

PCT Int. Appl., 33 pp. 
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Patent 
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PATENT INFORMATION: 



PATENT NO. 



KIND DATE 



WO 


9303765 




Al 
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CA, 


JP 
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us 
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Al 
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EP 
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19940601 
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598818 
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20010131 
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CH, DE, 


DK, ES, 




SE 








JP 


06510530 




T2 


19941124 


JP 


2763960 




B2 


19980611 
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198989 
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20010215 


ES 


2154263 




T3 


20010401 


CA 


2115564 
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T3 
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APPLICATION NO. DATE 

WO 1992-US6531 19920811 

FR, GB, GR, IE, IT, LU, MC, NL, 
US 1991-743787 19910812 
AU 1992-24641 19920811 

EP 1992-918016 19920811 

FR, GB, GR, IE, IT, LI, LU, MC, 

JP 1993-504334 19920811 



SE 



NL, 



PRIORITY APPLN. INFO, 



US 



AT 1992-918016 
ES 1992-918016 
CA 1992-2115564 
ZA 1992-6063 
GR 2001-400512 
1991-743787 A 



WO 1992-US6531 



19920811 
19920811 
19920811 
19920812 
20010329 
19910812 
19920811 



AB A polyvalent vaccine composed of nonpyrogenic, nontoxic, immunogenic 
serotype-specific lipopoly saccharide (LPS ) -based 
conjugates, is prepared by (1) purifying LPS from E. 

coli expressing complete O-polysaccharide side chains, (2) isolating 
the O-polysaccharide region of the LPS mol. by hydrolysis 
in a dilute AcOH solution and purifying it essentially free of lipid A, 
and (3) covalently coupling lipid A-free O-polysaccharide 
via at least one OH or C02H group of the polysaccharide to a carrier 
protein. Thus, O-polysaccharide was derived from hydrolyzed E. coli 
LPS and covalently linked to 
toxin A by using adipic acid dihydrazide 
as a spacer mol. The obtained conjugate elicited an 
anti-E. coli LPS and an antitoxin A IgG antibody response 
in both rabbits and humans. 
IT 1071-93-8, Adipic acid dihydrazide 
RL: BIOL (Biological study) 

(spacer agent, in conjugation of Escherichia coli 
polysaccharides with proteins, in preparation of vaccines) 
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1990:132057 HCAPLUS 
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Synthesis and characterization of Escherichia 
coli 018 O-polysaccharide conjugate 
vaccines 

Cryz, S. J., Jr.; Cross, A. S. 
Fuerer, E. 

Swiss Serum and Vaccine Inst., 
Switz . 
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Journal 
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LANGUAGE: English 

AB Nontoxic, serol. reactive O polysaccharide was derived from E. coli 
018 lipopolysaccharide by acid hydrolysis, extraction with organic 
solvents, and gel filtration chromatog. Oxidized 0 polysaccharide 
was covalently coupled to either Pseudomonas aeruginosa 
toxin A or cholera toxin by using adipic 
acid dihydrazide as a spacer mol. in the presence of 
carbodiimide. The resulting conjugates were composed of 
approx. equal amts. of 0 polysaccharide and protein and were 
nontoxic and nonpyrogenic . Both conjugates engendered an 
IgG antibody response in rabbits that recognized native 018 
lipopolysaccharide. Such antibody was able to promote the 
uptake and killing of an E. coli 018 strain bearing the Kl capsule 
by human polymorphonuclear leukocytes. IgG isolated from the sera 
of rabbits immunized with either conjugate afforded 
protection against an E. coli 018 challenge when passively 
transferred to mice. 
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Jun 1989 

1989:236989 HCAPLUS 
110:236989 

Octavalent Pseudomonas aeruginosa 
O-polysaccharide-toxin A 
conjugate vaccine 

Cryz, S. J., Jr.; Sadoff, J. C; Fuerer, E. 
Swiss Serum and Vaccine Inst., Bern, CH-3001, 
Switz . 

Microbial Pathogenesis (1989), 6(1), 75-80 
CODEN: MIPAEV; ISSN: 0882-4010 
Journal 
English 

An octavalent P. aeruginosa conjugate vaccine was 
synthesized by covalently coupling the O-polysaacharide 
(O-PS) moiety derived from lipopoly saccharides of Habs 
serotypes 1, 2, 3, 4, 5, 6, 11 and 12 to toxin A. 
Adipic acid dihydrazide was used as a spacer mol. 
to facilitate conjugation. The vaccine was composed of 
37% O-PS and 63% toxin A, devoid of enzymic activity 
characteristic of toxin A, non-toxic for mice and guinea 
pigs, and nonpyrogenic. The vaccine elicited a significant rise in 
IgG antibody levels to allserotypes of lipopolysaccharide 
contained in the vaccine and to toxin A. Serotypes 6, 10 
and 11 were most immunogenic in mice whereas serotypes 1 and 5 
engendered the lowest antibody response. Antitoxin A antibody was 
able to neutralize the cytotoxicity of toxin challenge 
with all P. aeruginosa serotype strains contained in the vaccine. 
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Pseudomonas aeruginosa immunotype 5 
polysaccharide-toxin A 
conjugate vaccine 

Cryz, S. J., Jr.; Furer, E. ; Sadoff, 
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Germanier, R. 

CORPORATE SOURCE: Swiss Serum and Vaccine Inst., Bern, 3001, 

Switz . 

SOURCE: Infection and Immunity (1986), 52(1), 161-5 

CODEN: INFIBR; ISSN: 0019-9567 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Polysaccharide (PS) derived from P. aeruginosa immunotype 5 
lipopoly saccharide was covalently coupled to 
toxin A by reductive amination with adipic acid 
dihydrazide as a spacer mol . The resulting PS-toxin 
A conjugate was composed of 27.5% PS and 72.5% 
toxin A. The conjugate was composed of 

heterogeneous high-mol . -weight species, all of which possessed a mol. 
weight of >670,000. The conjugate was nontoxic for mice and 
nonpyrogenic at a dose of 50 u.g/kg of body weight when i.v. 
administered to rabbits. Immunization of rabbits with the 
conjugate evoked both an anti-lipopolysaccharide 
IgG and an anti-toxin A IgG response. Anti- 
conjugate IgG was capable of neutralizing the cytotoxic 
effect of toxin A. Immunization of mice with the 
conjugate increased the mean LD from 4.5 + 101 P. 
aeruginosa for control mice to 9,6 + 105 P. aeruginosa for 
vaccinated mice. Similarly, immunization raised the mean LD for 
toxin A from 0.2 to 4.67 ^ig per mouse. 
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ACCESSION NUMBER: 1981:513154 HCAPLUS 

DOCUMENT NUMBER: 95:113154 

TITLE: Preparation and characterization of detoxified 

1 ipopoly s acchar ide- p r o t e i n 
conjugates 

AUTHOR ( S) : Seid, Robert C, Jr.; Sadoff, Jerald C. 

CORPORATE SOURCE: Walter Reed Army Med. Cent., Walter Reed Army 

Inst. Res., Washington, DC, 20012, USA 
SOURCE: Journal of Biological Chemistry (1981), 256(14), 

7305-10 

CODEN: JBCHA3; ISSN: 0021-9258 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Alkaline treatment of Pseudomonas aeruginosa type 5 
lipopolysaccharide (LPS ) resulted in reduced 

toxicity as measured by both the Limulus amoebocyte assay and the 
rabbit pyrogenicity test. Chemical anal, of the deacylated LPS 
(D-LPS) revealed that ester-linked fatty acids 
were removed whereas the amide-linked fatty acids remained 
intact. The neutral and amino sugar compns . for native LPS 
and D-LPS were identical within exptl . error. Antigenic 
determinants for complement-dependent human opsonic antibody were 
retained under these deacylation conditions. To enhance its 
immunogenicity, D-LPS was covalently coupled to 
Pseudomonas pili and the 1, 4-diaminobutyl derivs . of 
Pseudomonas exotoxin A and tetanus toxoid. Quant, amino 
sugar analyses revealed that 2.6 and 3.2 mol of D-LPS were 
covalently bound to aminobutyl Pseudomonas 
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exotoxin A and aminobutyl tetanus toxoid, resp. Gel 
electrophoresis data indicated ^1 mol of D- LPS 
covalently bound/pilus subunit protein. Initial 
immunol. data indicated that antibody against D-LPS could 
be induced when the D-LPS is covalently attached 
to protein carriers. 
IT 1892-57-5 

RL: BIOL (Biological study) 

(in conjugation of deacylated 
lipopolysaccharides with proteins) 
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New glycodendrimer useful for treating e.g. sepsis, 
eczema, rheumatoid arthritis, septic shock, retinal 
vasculitis and psoriasis comprises carbohydrate 
moieties covalently linked to 
carboxylic terminated dendrimer. 
B04 C03 

DUNCAN, R; GIANASI, E; SHAUNAK, S 
(POLY-N) POLYTHERICS LTD 
102 



PATENT NO 



KIND DATE 



WEEK 



LA 



PG 



WO 2003089010 Al 20031030 (200381)* EN 63 



RW: 


AT 


BE 


BG 


CH 


CY 


cz 


DE 


DK 


EA 


EE 


ES 


FI 


FR 


GB 


GH 


GM 


GR 


HU 


IE 


IT 




KE 


LS 


LU 


MC 


MW 


MZ 


NL 


OA 


PT 


RO 


SD 


SE 


SI 


SK 


SL 


SZ 


TR 


TZ 


UG 


ZM 


W: 


ZW 
AE 


AG 


AL 


AM 


AT 


AU 


AZ 


BA 


BB 


BG 


BR 


BY 


BZ 


CA 


CH 


CN 


CO 


CR 


CU 


CZ 




DE 


DK 


DM 


DZ 


EC 


EE 


ES 


FI 


GB 


GD 


GE 


GH 


GM 


HR 


HU 


ID 


IL 


IN 


IS 


JP 




KE 


KG 


KP 


KR 


KZ 


LC 


LK 


LR 


LS 


LT 


LU 


LV 


MA 


MD 


MG 


MK 


MN 


MW 


MX 


MZ 




NO 


NZ 


OM 


PH 


PL 


PT 


RO 


RU 


SC 


SD 


SE 


SG 


SK 


SL 


TJ 


TM 


TN 


TR 


TT 


TZ 




UA 


UG 


US 


UZ 


VC 


VN 


YU 


ZA 


ZM 


ZW 























APPLICATION DETAILS: 

PATENT NO KIND 
WO 2003089010 Al 



APPLICATION 
WO 2003-GB1133 



DATE 
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PRIORITY APPLN. INFO: GB 2002-9022 20020419 

AN 2003-877151 [81] WPIDS 

AB WO2003089010 A UPAB: 20031216 

NOVELTY - A glycodendrimer (I) comprising carbohydrate moieties 

covalently linked to carboxylic terminated 

dendrimer is new. 
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DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) use of (I) in the manufacture of a medicament for the 
treatment of a disease in which chemokines and cytokines are 
increased and angiogenesis is increased; 

(2) preparation of (I) involving covalently 
linking an amino f unctionalized carbohydrate to a carboxy 
terminated dendrimer by using a coupling agent; and 

(3) a process for linking a molecule e.g. a 
biologically active molecule, to an anionic dendrimer involving 
reacting the dendrimer with the biologically active molecule in 
presence of a coupling agent (e.g. carbodiimide coupling agent). 

ACTIVITY - Antiinflammatory; Antibacterial; Immunosuppressive; 
Dermatological; Antipsoriatic; Vulnerary; Antiarthritic; 
Antirheumatic; Vasotropic; Antiulcer; Gastrointestinal-Gen. ; 
Cytostatic. 

MECHANISM OF ACTION - Angiogenesis inhibitor; Release of 
chemokine (preferably macrophage inflammatory protein (MIP-1 beta ) ) 
and pro-inflammatory cytokine (preferably tumor necrosis factor 

(TNF- alpha ), or interleukin (IL-1 beta )) inhibitor; Synergist. 

Single donor peripheral blood mononuclear (PBMN) cells were 
isolated and resuspended in macrophage growth medium (RPMI) , 
L-glutamine, penicillin, streptomycin and human serum (10%) at a 
density of 1 multiply 106 cells/ml. The cells were then plated in 12 
well tissue culture plates and cultured for 15 minutes at 37 deg. C 
in 5% carbon dioxide. Dendrimer gen 3 . 5-glucosamine (test) was then 
added at a concentration of 150 micro g/ml. The cells were cultured 
for 30 minutes at 37 deg. C in 5% C02 and lipopoly saccharide 

(5 ng/ml) was added. Cell free culture supernatants were harvested 
24 hours later and assayed for macrophage inflammatory protein-1 
beta (MIP-1 beta ) . The release of MIP-1 beta from single proton 
PBMN cells for (test) was found to be 10800 pg/ml. Thus, a 
significant reduction in the cytokine MIP-1 beta release was 
observed. 

USE - In the manufacture of a medicament for the treatment of a 
disease in which chemokines and cytokines are increased and 
angiogenesis is increased e.g. for treating severe sepsis, septic 
shock, systemic inflammatory response associated with sepsis (all 
caused by liposaccharide from gram negative bacteria or a 
superantigen toxin from a gram positive bacteria), 

rheumatological disease, eczema, psoriasis, contraction of tissues 
and excessive scar formation during wound healing, transplant 
rejection (e.g. corneal, kidney, heart, lung, heart-lung, skin, 
liver, gut or bone marrow transplant) or graft versus host disease, 
rheumatoid arthritis, juvenile chronic arthritis, psoriatic 
arthritis, reactive arthritis occurring after an infection, acute 
ankylosing spondylitis, arthritis associated with inflammatory bowel 
disease, Behcet's disease associated with panuveitis and/or retinal 
vasculitis, inflammatory bowel disease (e.g. Crohn's disease and 
ulcerative colitis) and a disease associated with metastatic tumor 
cell growth. Also for treating a tissue or organ (e.g. cornea) (all 
claimed) . 

ADVANTAGE - The simultaneous administration of the dendrimer 
mixture shows synergistic effects with lower doses and less frequent 
administration resulting in lower toxicity. The glycodendrimers are 
large molecules and tends to accumulate at the site of inflammation 
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more rapidly as compared to its accumulation in the normal healthy 

tissues . 
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Antigenic detoxified bacterial 
lipopolysaccharide useful in vaccines is 
linked to a carrier through complete 
dephosphorylation of a glycosidically- 
linked phosphate of glycose at the reducing 
terminus in the lipid A region. 
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NOVELTY - An antigenic, detoxified bacterial 

lipopolysaccharide (a) is linked to a carrier 

optionally via a linker through complete dephosphorylation 

of a glycosidically-linked phosphate or phosphate 

substituents of glycose at the reducing terminus in the lipid A 

region . 

DETAILED DESCRIPTION - An antigenic, detoxified bacterial 
lipopolysaccharide (a) is linked to a carrier 
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optionally via a linker through complete dephosphorylation 
of a glycosidically-linked phosphate or phosphate 
substituents of glycose at the reducing terminus in the lipid A 
region. The method involves removing the terminal glycosidic 
phosphate group to yield a partially or completely dephosphorylated 
(a) and then conjugating (a) to the carrier. 

INDEPENDENT CLAIMS are also included for: 

(1) An antigenic, detoxified bacterial 
lipopolysaccharide ; and 

(2) a pharmaceutical composition comprising a conjugate 
vaccine in association with an adjuvant. 

ACTIVITY - Antibacterial. 

The bactericidal activity of antisera induced in mice by 
L7-0H,deP-TT conjugate against homologous immunotype 
organism was determined. The conjugate showed 4 0% killing 
when diluted to 1:10. 

MECHANISM OF ACTION - Vaccine. 

USE - In polyvalent or multivalent conjugate vaccines 
for combating a Gram-negative or other bacterium (claimed) . 

ADVANTAGE - The conjugate vaccine has optimum 
presentation of oligosaccharide epitopes having improved immunogenic 
properties. The vaccines have increased efficacy, reduced side 
effects, and wide applicability. 
Dwg. 0/18 
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Immunogenic composition against Neisseria 
meningitidis, for use as vaccine, has detoxified 
Neisseria meningitidis lipooli go saccharide 
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NOVELTY - An immunogenic composition (I) against Neisseria 
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meningitidis, comprises N . meningitidis lipooligosaccharide 
(LOS) which does not contain a lacto-N-neotetraose (LNnT) 
antigen from which at least one primary O-linked fatty 
acid has been removed to produce detoxified LOS (dLOS) , 
and an immunogenic carrier covalently linked to 
it. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) isolated N .meningitidis LOS (II) detoxified by 
removal of at least one primary O-linked fatty acid from 
it, to produce detoxified LOS (dLOS) conjugated 

to a carrier; 

(2) a composition (III) comprising (I) in a pharmaceutically 
acceptable carrier; 

(3) detoxifying LOS from N .meningitidis, by removing 
at least one primary O-linked fatty acid from it, to 
produce dLOS, and conjugating the dLOS to a carrier; and 

(4) making (I), by removing at least one primary O- 
linked fatty acid from N . meningitidis LOS which 

does not contain LNnT antigen to produce dLOS, and 
covalently binding the dLOS to an immunogenic 
carrier. 

ACTIVITY - Antiinflammatory; Antibacterial; Immunosuppressive. 

MECHANISM OF ACTION - Vaccine (claimed) . Immunogenicity of 
Neisseria meningitidis strain 78 80 dLOS-TT conjugates was 
tested in both mice and rabbits. Five week old general purpose mice, 
ten mice per group, were subcutaneously immunized with 5 micro g 
(based on LOS or dLOS weight) of, dLOS-TT, LOS 

or dLOS plus TT (10 micro g) in 0.2 ml 0.9% NaCl with or without 
Ribi-700 adjuvant containing 50 micro g monophosphoryl lipid A and 
50 micro g synthetic trehalose dimycolate. Mice were injected 3 
times at 3 week intervals and bled 14 days after the first injection 
and 7 days after the second and third injections. New Zealand white 
rabbits (female, 2-3 kg), 2-3 rabbits per group, were subcutaneously 
immunized with 50 micro g dLOS, LOS or dLOS-TT 

(carbohydrate weight) in 1 ml 0.9% NaCl with or without Ribi-7 00 

adjuvant. Rabbits were injected twice at one- mount intervals and 

bled 2 weeks after the first injection and 11-14 days after the 

second injection. In mice, a mixture of dLOS and TT (unconjugated) 

did not elicit LOS antibodies. dLOS-TT elicited low 

LOS IgG levels after the first injection which increased 3- 

and 4-fold after the second and third injections, respectively. 

LOS alone elicited low IgG levels after the first injection 

which increased 2- and 4-fold after the second and third injections, 

respectively. 

USE - (I) is useful for producing antibodies which recognize 
N. meningitidis in an individual (claimed) . (I) is useful as vaccine 
for prevention of meningitis and septic shock in mammals. 
Dwg. 0/2 
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NOVELTY - A conjugate vaccine comprises a 

lipooligosaccharide (DLOS) from which esterified fatty acids 
have been removed and an immunogenic carrier covalently 
linked to it. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) isolated nontypeable Haemophilus influenzae (NTHi) 
lipooligosaccharide detoxified by the removal of ester- 
linked fatty acids; 

(2) a method of detoxifying lipooligosaccharide from 
NTHi involving the removal of ester-linked fatty acids; 

(3) a pharmaceutical composition comprising the vaccine 
conjugate in a carrier; and 

(4) preparing the conjugate vaccine against NTHi 
involving removing ester-linked fatty acids from NTHi 
lipooligosaccharide to produce (dLOS) . 

ACTIVITY - Auditory; Virucide; Immuno stimulant . 
MECHANISM OF ACTION - Vaccine. 

USE - For the preparation of a conjugate vaccine for 
the treatment of Haemophilus influenzae causing otitis media in a 
mammal (claimed) . 

ADVANTAGE - The vaccine is detoxified by removing esterified 
fatty acids and elicits improved bactericidal response. 
Dwg. 0/5 
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NOVELTY - Enhancing (Ml) presentation of an antigen (Ag) to an 
immune cell in a subject, comprising administering, in a 
pharmacologically acceptable medium, a complex comprising Ag 
linked to an antibody (I) or fragment which binds 

to Fc gamma RI on an Ag-presenting cell without prevention by the 
natural ligand for the receptor, is new. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included 
for targeting (M2) an antigen to an antigen-presenting cell (APC), 
comprising contacting the APC with a preformed complex comprising an 
antibody or fragment which binds to Fc gamma RI on an APC 
without prevention by the natural ligand for the receptor, and 
antigen that is targeted to the Fc gamma RI receptor on the APC. 

ACTIVITY - hepatotrophic; immuno stimulant; antiallergic. 

MECHANISM OF ACTION - IgG-stimulator . 

Monocytes used in the assay were purified from peripheral blood 
using techniques which minimize contamination with 
endotoxins. Cd4+ T cells used in the assay were isolated 
following a primary stimulation of donor mononuclear cells with 
tetanus toxin. After three days at 37 deg. C, 

unbound cells were removed by washing flasks 3 X with Hepes-buf f ered 
RPMI-1640 (HRPMI ) . 40 ml of AIM V were added back to each flask 
along with 10 units/ml recombinant human interleukin IL-2 and 2.5% 
autologous serum. After 10 to 14 days total incubation time, T 
cells were harvested yielding a highly enriched population (90-95%) 
of CD4+, antigen-specific T cells which minimize non-specific 
responses and xenogenic responses to mouse immunoglobulin. The 
mAb-TT conjugates used in the assay were made by 
inducing sulfhydryl groups on TT using N- 
succinimidyl _ S - acetyl - thioace tate , and 
linking TT to sulf osuccinimidyl 4- (N 

maleimidomethyl) cyclohexane-I-carboxylate treated (Fab')2 

mAb at a 1:1 molar ratio of TT:mAb. HIgG anti-TT 

was produced by a hybridoma (SA13) which was obtained from ATCC. 

Antigen presentation assays were done as follows: 5 X 104 T cells 

and 5 X 104 monocytes , each in 50 micro 1 of AIM V medium, were 
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added to wells of a 96 well microtiter plate. Monocytes were treated 
with mitomycin C before addition to wells to prevent proliferation 
of the antigen presenting cells and the few contaminating 
lymphocytes. Monoclonal antibody ((Fab')2 anti-Fc gamma RI (22.2), 
Fab anti-Fc gamma RII (IV. 3), (Fab 1 ) 2 anti-Fc gamma RIII (3G8))- 
TT conjugates/ or TT with or without 

whole HlgGl anti-TT, was added. Monoclonal antibody 22 
(mAb 22) is specific for the high affinity Fc gamma receptor, and 
its binding to the receptor is not blocked by IgG Fc. mAb 
IV. 3 and 3G8 are specific for the ligand binding domains 
of Fc gamma RII and Fc gamma RIII. Following addition of cells and 
antigen to wells, plates were incubated for 72 hours (h) at 37 deg. 
C. in a C02 incubator. After 72 h, (3 H) -thymidine was added in 
order to detect T cell proliferation. To determine which Fc gamma R 
types best participate in enhancing antigen presentation, 
tetanus toxin was attached to (Fab') 2 anti-Fc 

gamma RI, Fab anti-Fc gamma RII, or (Fab*)2 anti-Fc gamma RIII 
monoclonal antibodies (mAb) . Enhanced presentation of 
tetanus toxin was observed. Anti-Fc gamma RI- 
TT and anti-Fc gamma RII-TT conjugates 

enhanced antigen presentation the greatest (100-fold) as compared to 
anti-Fc gamma RIII-TT conjugates which enhanced 
antigen presentation the least (10-fold) . 

USE - Ml is useful for enhancing presentation of an antigen to 
an immune cell in a subject. M2 is useful for targeting an antigen 
to an antigen-presenting cell (both claimed) . The methods can be 
used to treat or prevent infectious diseases such as hepatitis B, to 
neutralize the acute phase of an infection by a pathogenic organism, 
to stimulate the immune system in instances of chronic infection 
e.g. AIDS of such an organism, to deplete antigen in the circulation 
of a subject, and to treat tumors. They can also be used to induce 
IgG responses against allergens to effect tolerance in the case of 
IgE-mediated type I hypersensitivity. 

ADVANTAGE - The methods reduce the dose of antigen required to 
obtain a protective or therapeutic immune response or in instances 
when the host does not respond or responds minimally to the antigen. 
Although generally desirable, the lowering of effective dose can be 
especially desirable when the antigen is toxic to the host such as 
is the case for allergies. 
Dwg.0/4 
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NOVELTY - Conjugate vaccine for nontypeable Haemophilus 
influenzae comprises lipooligosaccharide from which 
esterified fatty acids have been removed from lipid A to form 
detoxified lipopoly saccharide and an immunogenic carrier 
covalently linked to it optionally via a 
linker. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following: 

(1) isolated nontypeable Haemophilus influenzae (NTHi) 
lipooligosaccharide (LOS) detoxified by removal of 
esterified fatty acids from lipid A to form detoxified 
lipooligosaccharide (dLOS) conjugated to a carrier 

and 

(2) a pharmaceutical composition comprising the vaccine 
conjugate as above and a carrier. 

ACTIVITY - Antibacterial; auditory; respiratory. . 
MECHANISM OF ACTION - None given. 

USE - The vaccine is useful for prevention of otitis media and 
respiratory infections. 
Dwg.0/5 
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NOVELTY - Conjugate (I) comprises an O-specific 
polysaccharide (II) covalently bound to a 

carrier (III), which is the B-subunit of Shiga toxin 1 or 

2, or a non-toxic mutant Shiga 1 or 2 holotoxin. (II) is from the 

Eschericia coli strain 0157, forming conjugate (la), or 

from E. coli strains Olll, 017 or 026, or from Shigella dysenteriae. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
the following: 

(1) a pharmaceutical composition comprising (I) and a carrier; 

(2) a vaccine comprising a conjugate of (II), from 
0157, and a carrier protein (III), in a carrier; 

(3) a method of inducing serum antibodies which are 
bacteriostatic or bacteriocidal to E. coli 0157, in a mammal, 
comprising administering (I) in a carrier; 

(4) a method of passively immunizing a mammal against E . coli 
0157 infection, comprising administering the composition of (1) or 
(2); 

(5) a composition comprising antibodies (Abl) immuno re active 
with (II) from 0157; 

(6) Abl; and 

(7) a composition comprising antibodies (Ab2) immuno reactive 
with Shiga toxin 1 or 2 . 

ACTIVITY - Antibacterial. 

MECHANISM OF ACTION - (I) induce serum antibodies that are 
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bacteriostatic or bactericidal against E. coli 0157. Mice were 
immunized subcutaneously with 3 doses (14 day intervals) of (II) 
(from 0157) -Shiga toxin 1 B subunit conjugate 

(2.5 mu g (II)). Their sera then provided over 99% neutralization of 
Shiga toxin 1 at dilution 1:100, 98% at 1:1000 and 70% at 
1:10000, but did not neutralize Shiga 2 toxin. The same 
treatment induced significant levels of antibodies against 
lipopolysaccharide, e.g. titers (in enzyme-linked 
immunosorbant assay) of 0.63 for IgG and 0.14 for IgM. 

USE - (la) are used as vaccines to protect against infection by 
E. coli 0157 or other strains that cause hemolytic-uremic syndrome. 
Antibodies raised against (la) are useful for passive immunization, 
for treatment or protection. 

ADVANTAGE - (I) induces both bactericidal antibodies against 
0157 and antibodies against Shiga toxin. These antibodies 
inactivate 0157 at the entrance to the jejunum, before infection is 
established. 
Dwg. 0/0 
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AB Epidemiologic and experimental data provide evidence that a critical 
level of serum immunoglobulin G (IgG) antibodies to the surface 
polysaccharide of Vibrio cholerae 01 (lipopolysaccharide) 
and of Vibrio cholerae 0139 (capsular polysaccharide [CPS] ) is 
associated with immunity to the homologous pathogen. The 
immunogenicity of polysaccharides, especially in infants, may be 
enhanced by their covalent attachment to proteins ( 
conjugates) . Two synthetic schemes, involving 1- 
ethyl-3- ( 3-dimethylaminopropyl ) carbodiimide (EDC) 

and l-cyano-4-dimethylaminopyridinium tetraf luoroborate (CDAP) as 

activating agents, were adapted to prepare four conjugates 

of V. cholerae 0139 CPS with the recombinant diphtheria 

toxin mutant, CRMH21G. Adipic acid 

dihydrazide was used as a linker. When injected 
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subcutaneously into young outbred mice by a clinically relevant dose 
and schedule, these conjugates elicited serum CPS 

antibodies of the IgG and IgM classes with vibriocidal activity to 
strains of capsulated V. cholerae 0139. Treatment of these sera 
with 2-mercaptoethanol (2-ME) reduced, but did not eliminate, their 
vibriocidal activity. These results indicate that the 
conjugates elicited IgG with vibriocidal activity. 
Conjugates also elicited high levels of serum diphtheria 
toxin IgG. Convalescent sera from 20 cholera patients 
infected with V. cholerae 0139 had vibriocidal titers ranging from 
100 to 3,200: absorption with the CPS reduced the vibriocidal titer 
of all sera to < or =50. Treatment with 2-ME reduced the titers of 
17 of 20 patients to < or =50. These data show that, like infection 
with V. cholerae 01, infection with V. cholerae 0139 induces 
vibriocidal antibodies specific to the surface polysaccharide of 
this bacterium (CPS) that are mostly of IgM class. Based on these 
data, clinical trials with the V. cholerae 0139 CPS 
conjugates with recombinant diphtheria toxin are 
planned. 



L21 ANSWER 10 OF 2 9 

DUPLICATE 2 
ACCESSION NUMBER: 
DOC. NO. CPI: 
TITLE: 

DERWENT CLASS: 
INVENTOR (S) : 

PATENT ASSIGNEE (S) : 

COUNTRY COUNT: 
PATENT INFORMATION: 



WPIDS COPYRIGHT 2004 THOMSON DERWENT on STN 

1999-495801 [42] WPIDS 
C1999-145508 

New antigenic conjugates from bacteria, 
useful as vaccines. 
B04 D16 

APICELLA, M A; ARUMUGHAM, R G; FORTUNA-NEVIN, M; 
GIBSON, B W 

(AMHP) WYETH HOLDINGS CORP; (AMCY) AMERICAN 

CYAN AMID CO 

31 



PATENT NO 


KIND DATE 


WEEK 


LA 


PG 


EP 


941738 


Al 


19990915 


(199942) * 


EN 


17 




R: AL AT BE 


CH 


CY DE DK 


ES FI FR GB GR 


IE IT 




NL PT RO 


SE 


SI 








AU 


9919540 


A 


19990923 


(199951) 






CA 


2264970 


Al 


19990910 


(200006) 


EN 




JP 


11322793 


A 


19991124 


(200006) 




18 


BR 


9902008 


A 


20000509 


(200033) 






KR 


99077705 


A 


19991025 


(200052) 






AU 


766184 


B 


20031009 


(200373) 






US 


6645503 


Bl 


20031111 


(200382) # 






US 


2004052804 


Al 


20040318 


(200421) # 







LI LT LU LV MC MK 



APPLICATION DETAILS: 

PATENT NO KIND 



APPLICATION 



DATE 



EP 941738 Al 

AU 9919540 A 

CA 2264970 Al 

JP 11322793 A 



EP 1999-301747 

AU 1999-19540 

CA 1999-2264970 

JP 1999-61354 



19990309 
19990309 
19990308 
19990309 



Searcher 



Shears 571-272-2528 



10/643314 



BR 


9902008 


A 




BR 


1999-2008 


19990309 


KR 


99077705 


A 




KR 


1999-7668 


19990309 


AU 


766184 


B 




AU 


1999-19540 


19990309 


US 


6645503 


Bl 


Provisional 


US 


1998-88364P 


19980310 










US 


1999-264747 


19990309 


US 


2004052804 


Al 


Provisional 


US 


1998-88364P 


19980310 








Div ex 


US 


1999-264747 


19990309 










US 


2003-643314 


20030819 



FILING DETAILS: 



PATENT NO 



KIND 



PATENT NO 



AU 766184 
US 2004052804 

PRIORITY APPLN. INFO: 



B Previous Publ. 
Al Div ex 



AU 9919540 
US 6645503 



19980310; US 
19990309; US 
20030819 



US 1998-37529 
1999-264747 
2003-643314 
AN 1999-495801 [42] WPIDS 
AB EP 941738 A UPAB: 19991014 

NOVELTY - An antigenic conjugate (I) comprising a carrier 
protein covalently bonded to the conserved 
portion of a lipopoly saccharide (LPS) of a gram 

negative bacteria is new. The conserved portion comprises the inner 
core and lipid A regions of the LPS and the 
conjugate elicits a cross reactive immune response against 
heterologous strains of gram negative bacteria. 

ACTIVITY - None given. 

MECHANISM OF ACTION - Vaccine. 

USE - (I) may be administered to patients as a prophylactic 
vaccine against Neisseria gonorrhoeae, Haemophilus influenzae, 
Haemophilus ducreyi, Helicobacter pylori, Escherichia coli, 
Chlamydia, Salmonella, Salmonella typhimurium, Salmonella minnesota, 
Proteus mirabilis, Pseudomonas aeruginosa, Moraxella catarrhalis, 
Bordetella pertussis, Shigella, Klebsiella and Vibrio cholerae, 
especially Neisseria meningitidis which produce LPS 
(claimed) . These vaccines may be used to prevent bacterial sepsis. 
Antibodies generated by these vaccines may be used to examine 
whether an infection has been caused by an LPS-producing 
organism by testing blood samples, body fluids or biopsy materials 
of infected individuals. These antibodies may also be directly 
administered to patients as prophylactic agents against the bacteria 
listed above. 

ADVANTAGE - (I) induces a cross-reactive and cross-functional 
antibody response against heterologous strains of gram negative 
bacteria. In contrast prior art LPS vaccines were 
restricted in the number of strains they protected against. 
Dwg. 0/4 
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AB WO 9936086 A UPAB: 19990914 

NOVELTY - A lipooligosaccharide (LOS) isolated 

from Moraxella catarrhalis and detoxified by removal of ester- 
linked fatty acids to produce detoxified LOS 

(dLOS) or treated to remove lipid A to produce oligosaccharide (OS) 
is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for 
a conjugate vaccine for M. catarrhalis comprising dLOS or 
OS, and a covalently linked immunogenic carrier 
as above; methods of detoxifying LOS isolated from M. 
catarrhalis, by removal of ester-linked fatty acids; 
methods of making a conjugate vaccine as above. 

ACTIVITY - Immunoprotective; Auditory; Antibacterial. 

MECHANISM OF ACTION - Vaccine. 

USE - The methods are useful for isolation of detoxified 
lipooligosaccharide or oligosaccharide from M. catarrhalis. 
The detoxified lipooligosaccharide or oligosaccharide are 
useful in conjugate vaccines. The vaccine is useful for 
protection against M. catarrhalis which causes otitis media and 
respiratory infections. 

ADVANTAGE - The invention provides a detoxified 
lipooligosaccharide from M. catarrhalis, the major virulence 
factor for pathogenesis of bacterial infections. When tested by the 
standard Limulus amebocyte lysate assay, the isolated LOS 
showed 2 x 104 EU/ mu g, whereas the dLOS showed 1 EU/ mu g, 
representing a 20000-fold reduction of toxicity. 
Dwg. 0/3 

L21 ANSWER 12 OF 29 BIOSIS COPYRIGHT 2004 BIOLOGICAL ABSTRACTS INC. on 
STN DUPLICATE 3 

ACCESSION NUMBER: 1998:176999 BIOSIS 

DOCUMENT NUMBER: PREV199800176999 

TITLE: Covalent polymyxin B conjugate 

with human immunoglobulin G as an antiendotoxin 

reagent . 

AUTHOR ( S) : Drabick, Joseph J. [Reprint author]; Bhattachar jee, 

Apurba K. ; Hoover, David L. ; Siber, George E. ; 

Morales, Vivian E.; Young, Lynnette D.; Brown, Scott 

L. ; Cross, Alan S . 
CORPORATE SOURCE: Hematology/Oncology Service, Walter Reed Army Med. 

Cent., Washington, DC 20307-5100, USA 
SOURCE: Antimicrobial Agents and Chemotherapy, (March, 1998) 

Vol. 42, No. 3, pp. 583-588. print. 

CODEN: AMACCQ. ISSN: 0066-4804. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 20 Apr 1998 

Last Updated on STN: 12 Aug 1998 
AB Polymyxin B (PMB) is a cyclic decapeptide antibiotic which also 
binds and neutralizes endotoxin. Unfortunately, 

PMB can be considerably nephrotoxic at clinically utilized doses, 
thereby limiting its utility as a therapeutic antiendotoxin reagent. 
We sought to change the pharmacokinetics and toxicity profile of PMB 
by covalently linking it to a human 

immunoglobulin G (IgG) carrier. Conjugates of PMB with 
IgG were prepared by EDAC (1-ethyl 
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-3- (3-dimethylaminopropyl) carbodiimide) -mediated amide 

formation. Analysis by dot enzyme-linked immunosorbent 

assay with an anti-PMB monoclonal antibody showed that the purified 

conjugate contained bound PMB. The IgG-PMB 

conjugate reacted with lipid A and J5 

lipopolysaccharide in Western blot assays in a manner 

comparable to that of whole antiserum with anti-lipid A reactivity; 

unconjugated IgG had no reactivity. The PMB bound in the 

conjugate retained its endotoxin-neutralizing 

activity compared to that of unbound PMB as evidenced by its 

dose-dependent inhibition of tumor necrosis factor release by 

endotoxin-stimulated human monocytes in vitro; unconjugated 

IgG had no activity. By this assay, the PMB- IgG conjugate 

was determined to have approximately 3.0 mug of bound 

functional PMB per 100 mug of total protein of conjugate 

(five molecules of PMB per IgG molecule) . The PMB- IgG 

conjugate was also bactericidal against clinical strains of 

Escherichia coli, Pseudomonas aeruginosa, and Klebsiella pneumoniae 

relative to unconjugated IgG with MBCs of <4 mug of 

conjugate per ml for each of the tested strains. The 

conjugate appeared to be nontoxic at the highest doses 

deliverable and provided statistically significant protection from 

death to galactosamine-sensitized, lipopolysaccharide 

-challenged mice in a dose-dependent fashion when administered 

prophylactically 2 h before challenge. However, neither free PMB 

nor the PMB- IgG conjugate could protect mice challenged 

with endotoxin 2 h after administration. This suggests 

that these reagents can play a role in prophylaxis but not in 

therapy of sepsis. These experiments demonstrated that the PMB- IgG 

conjugate retains bound yet functional PMB as 

evidenced by its endotoxin-neutralizing activity both in 

vitro and in vivo. Further work is required to define the role that 

this or related conjugate compounds may play in the 

prophylaxis of endotoxin-mediated disease. 
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AB Reports on the bactericidal activities of antibodies to group B 
Neisseria meningitidis capsular polysaccharide (B PS) are 
conflicting. Using three different complement sources, we analyzed 
the bactericidal activities of sera of juvenile rhesus monkeys 
immunized with five conjugate vaccines of B PS synthesized 
by different schemes, an Escherichia coli K92 conjugate, 
and a noncovalent complex of B PS with group B meningococcal outer 
membrane vesicles (B+OMV) (S. J. N. Devi, W. D. Zollinger, P. 
J. Snoy, J. Y. Tai, P. Costantini, F. Norelli, R. Rappuoli, 
and C. E. Frasch, Infect. Immun. 65:1045-1052, 1997). With 
rabbit complement, nearly all preimmune sera showed relatively high 
bactericidal titers, and all vaccines, except the K92 
conjugate, induced a fourfold or greater increase in 

bactericidal titers in most of the monkeys vaccinated. In contrast, 
with human complement, most prevaccination sera showed no 
bactericidal activity and in most of the vaccine groups, little or 
no increase in bactericidal titer was observed. However, the 
covalent conjugation of P BS and OMV (B-OMV) 

administered with and without the Ribi adjuvant induced relatively 
high bactericidal titers which persisted up to 30 weeks. An 
analysis of the specificities of bactericidal antibodies revealed 
that absorption with E. coli Kl cells did not change the 
bactericidal titer with human complement but reduced the titers 
observed with the rabbit and monkey complements. A significant 
increase in anti-lipopolysaccharide (LPS) 
antibodies was elicited by the B-OMV conjugates, and 
nearly all of the bactericidal activity with human complement could 
be inhibited with the purified group B meningococcal L3,7,8 
LPS. B-OMV covalently coupled via adipic 

acid dihydrazide elicited significantly elevated levels (P 
< or = 0.02) of anti-OMV antibodies compared to those of the 
noncovalently complexed B+OMV. An initial small-scale evaluation of 
B PS conjugates in adult human males appears feasible, 
with careful monitoring, to settle the inconsistent reports of the 
importance of source of complement in eliciting bacteriolysis. 
Subsequent analysis of resultant human antibodies for bacteriolysis, 
opsonophagocytosis, and protective efficacy in animal models may be 
the first step toward answering safety- and efficacy-related 
concerns about B PS conjugate vaccines. 
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AB Escherichia coli 0111, of various H types and virulence factors, 

causes enteritis throughout the world, especially in young children. 
This O type is found rarely in healthy individuals. Serum 
antibodies to the O-specific polysaccharide of 0111 
lipopoly saccharide (LPS) protect mice and dogs 

against infection with this E. coli serotype. The 0111 O-specific 
polysaccharide is composed of a pentasaccharide repeat unit with two 
colitoses bound to the C-3 and C-6 of glucose in a 
trisaccharide backbone; this structure is identical to that of 
Salmonella adelaide (035), another enteric pathogen. Nonpyrogenic 
Olll O-specific polysaccharide was prepared by treatment of its 
LPS with acetic acid (0-SP) or the organic base hydrazine 
(DeA-LPS) - The 0-SP had a reduced concentration of 
colitose. These products were derivatized with adipic 
acid dihydrazide ( ADH) or thiolated with 

N-succinimidyl-3 (2-pyridyldithio) propionate (SPDP) . The four 
derivatives were covalently bound to 
tetanus toxoid (TT) by 

carbodiimide-mediated condensation or with SPDP to form 
conjugates. Immunization of BALB/c and general-purpose mice 
by a clinically acceptable route showed that DeA-LPS 
-TTADH, of the four conjugates, elicited the highest level 
of LPS antibodies. Possible reasons to explain this 
differential immunogenicity between the four conjugates 
are discussed. 
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AB A 12-valent Escherichia coli O-polysaccharide (O-PS) -toxin 
A conjugate vaccine was formulated. Nonpyrogenic, 
low-molecular-weight O-PS was derived from 
lipopolysaccharides (LPS) of the following 

serotypes: 01,02,04,06,07,08,012, 015,016,018,025, and 075. 
Individual 0-PS were covalently coupled to Pseudomonas 
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aeruginosa toxin A using adipic acid 

dihydrazide as a spacer molecule and carbodiimide as a 

coupling agent. On a weight basis, the final multivalent vaccine 

was composed of 43% O-PS and 57% toxin A. The vaccine was 

nontoxic nad nonpyrogenic in anti-LPS immunoglobulin G 

(IgG) antibody titers. When passively transferred to mice, immune 

rabbit IgG conferred statistically significant (p < 0.05) protection 

against a challenge with 9 of the 12 vaccine serotypes. For two 

serotypes, although the mortality rate declined by > or 50% in the 

passively immunized versus the control group, the difference did not 

reach statistical significance. The degree of protection provided 

by passively transferred IgG was influenced by both the anti- 

LPS antibody levels in the IgG preparation and the virulence 

of the challenge strain. Active immunization of mice with either 

conjugate vaccine or killed E. coli whole cells did not 

confer protection. This was most probably due to the fact that 

these antigens induced a meagre anti-LPS IgG antibody 

response . 
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Polysaccharide (PS) derived from Shigella flexneri 2a 
lipopolysaccharide (LPS ) was covalently 
coupled to diphtheria toxoid (DT) by using adipic 
acid dihydrazide as a spacer mol. in the presence of 
carbodiimide. Immunization of rabbits revealed that the 
conjugate elicited higher F2a LPS antibody levels 
than the PS alone. A clear anti-LPS booster effect was 
induced by the conjugate. Anal, of antiserum showed that 
the antibody was reactive with serogroup A, C, D. 
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Vaccine comprises (1) purified isolated bacterial 

lipopoly saccharide (LPS) which has been detoxified 

so that it has low pyrogenicity in mammals and (2) an acceptable 

carrier . 

Also new are (1) conjugates (C) of such LPS 
covalently attached (via a bifunctional linker) to 
a protein (I) isolated from (or secreted by) a bacterium and (2) 
aggregates of (C) in which components reacted with adipic 
acid dihydrazide (II) as bifunctional linker are 
reacted further with l-ethyl-3- (3 -dimethyl ami no propyl) 
carbodiimide (EDAC) • Pref. LPS is 
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detoxified by reaction with hydrazine or by acid hydrolysis. The 
vaccines can be formulated with a second vaccine, e.g. 
diphtheria/tetanus/pertussis . 

USE/ ADVANTAGE - The vaccines are used especially to protect against 
cholera (both LPS and (I) are derived from Vibrio 
cholerae) . They can be admin, intramuscularly or subcutaneously; 
elicit anti-LPS antibodies which are vibriocidal; have 
very low levels of endotoxin (contrast cellular vaccines); 
can be safely given to children, and can be standardised. When (I) 
is cholera toxin, toxin-neutralising antibodies 
are also produced (and are effective against toxins of 
other species such as E. coli, Campylobacter jejuni or Aeromonas 
hydrophilia) . Antibodies raised against these vaccines can also be 
used diagnostically, as research reagents and for passive 
immunisation. 
Dwg. 0/3 
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AN 1993-093729 [11] WPIDS 

AB WO 9303765 A UPAB: 19931122 

Production of an E.coli vaccine comprises (a) purifying 
lipopolysaccharide from E.coli expressing complete 
O-polysaccharide sidechains; (b) isolating the O-polysaccharide 
region of the lipopolysaccharide molecule by hydrolysis in 
dilute acetic acid and purifying it essentially free of lipid A; and 
(c) covalently coupling lipid A-free O-polysaccharide via 
at least one hydroxyl or carboxyl group of said polysaccharide to a 
carrier protein. 

A conjugate comprising the o-polysaccharide region of 
an E.coli lipopolysaccharide molecule covalently 

coupled to a carrier protein, is also claimed. It has a mol. weight 
greater than 600,000, and may further comprises a bifunctional 
spacer molecule where, the O-polysaccharide is covalently 
linked to said carrier protein through said spacer molecule. 
The spacer molecule is e.g. adipic acid 

dihydrazide. The O-polysaccharide component is pref. exposed 

to an oxidising agent e.g. NaI04, for sufficient time to oxidise 
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40-80% of available reducing sugars. 

USE/ADVANTAGE - For production of a polyvalent, non-toxic vaccine 
against E.coli which is effective against the different E-coli 
serotypes 
Dwg. 0/0 

ABEQ ZA 9206063 A UPAB: 19931119 

The method involves purifying lipopolysaccharide from E. 

coli expressing complete O-polysaccharide sidechains; isolating the 

O-polysaccharide region of the lipopolysaccharide molecule 

by hydrolysis in dilute acetic acid and purifying it essentially 

free of lipid A; and covalently coupling lipid A-free 

O-polysaccharide via at least one hydroxyl or carboxyl group of the 

polysaccharide to a carrier protein. 

Polyvalent vaccines are prepared by combining two or more 
monovalent vaccines for different serotypes prepared according to 
the present invention. The invention also relates to 
conjugates used in the vaccines. The conjugates of 

the present invention are the O-polysaccharide region of an E. coli 
lipopolysaccharide molecule covalently coupled to 
a carrier protein. 
ABEQ US 5370872 A UPAB: 19950126 

Prepn. of a polyvalent E. coli vaccine comprises (1) preparing 
monovalent vaccines from each of the O-polysaccharide serotypes 01, 
02, 04, 06, 07, 08, 012, 015, 016, 018, 025 and 075 by (a) purifying 
lipopolysaccharide from E. coli expressing complete 
O-polysaccharide side chains (b) sepg. the O-polysaccharide region 
from (a) by dil. acid hydrolysis and purifying free of lipid A; (c) 
oxidn. reducing sugars of the O-polysaccharide with NaI04 for 2-5 
mins. under conditions to retain antigenicity and produce reactive 
CHO gps.; (d) sepg. the oxidised O-polysaccharide; (e) then 
covalently coupling it via its OH or COO gp. to a carrier 
protein; (2) combining the 12 monovalent vaccines of different 
serotypes resulting from steps (a) -(e) to produce polyvalent 
vaccine . 

Pref. 40-80% of available sugars of the O-polysaccharide are 
oxidised. Carrier proteins include toxin A, which may be 
coupled via a spacer molecule to the oxidised O-polysaccharide, via 
its OH or COO gp. Toxin A is detoxified by 
covalently coupling with adipic acid 
dihydrazide . 

ADVANTAGE - The vaccines are effective against all E.coli 
strains and are non-pyrogenic, nontoxic, immunogenic serotype 
specific LPS based conjugates . 
Dwg. 0/0 
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DOCUMENT TYPE: Patent 

FILE SEGMENT: CAPLUS 

OTHER SOURCE: CAPLUS 1993:198173 

LANGUAGE: English 

ENTRY DATE: Entered STN: 20011116 

Last Updated on STN: 20020924 
AB A polyvalent vaccine composed of nonpyrogenic, nontoxic, immunogenic 

serotype-specif ic lipopolysaccharide (LPS ) -based 

conjugates, is prepared by (1) purifying LPS from E. 

coli expressing complete O-polysaccharide side chains, (2) isolating 

the O-polysaccharide region of the LPS mol. by hydrolysis 

in a dilute AcOH solution and purifying it essentially free of lipid A, 

and (3) covalently coupling lipid A-free O-polysaccharide 

via at least one OH or C02H group of the polysaccharide to a carrier 

protein. Thus, O-polysaccharide was derived from hydrolyzed E. coli 

LPS and covalently linked to 

toxin A by using adipic acid dihydrazide 

as a spacer mol. The obtained conjugate elicited an 

anti-E. coli LPS and an antitoxin A IgG antibody response 

in both rabbits and humans . 

L21 ANSWER 20 OF 29 MEDLINE on STN 

ACCESSION NUMBER: 91100002 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 1898901 

TITLE : Synthesis and characterization of a Pseudomonas 

aeruginosa alginate-toxin A 

conjugate vaccine. 
AUTHOR: Cryz S J Jr; Furer E; Que J U 

CORPORATE SOURCE: Swiss Serum and Vaccine Institute, Bern, Switzerland. 
SOURCE: Infection and immunity, (1991 Jan) 59 (1) 45-50. 

Journal code: 0246127. ISSN: 0019-9567. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 199102 

ENTRY DATE: Entered STN: 19910329 

Last Updated on STN: 20020420 
Entered Medline: 19910220 
AB Alginate from Pseudomonas aeruginosa 3064 was depolymerized by 
controlled heating in dilute acid. The resulting depolymerized 
alginate (Mr less than 60,000) was covalently coupled to 
toxin A with adipic acid dihydrazide as 
a spacer molecule and carbodiimide as a linker. The 
resulting conjugate was composed of toxin A and 

depolymerized alginate at a ratio of 4:1 and possessed an Mr of 

260,000. The conjugate was nontoxic and nonpyrogenic. 

While native alginate (Mr greater than 640,000) given in a range of 

doses was poorly immunogenic in mice and rabbits, the 

conjugate induced high levels of antibody which 

bound to native alginate. Rabbits, but not mice, also 

produced an antitoxin immunoglobulin antibody response. Alginate 

derived from three other strains of P. aeruginosa competed with the 

homologous 3064 alginate for binding to anticonjugate 

antibody. This indicates that the conjugate elicits an 

antibody response able to recognize heterologous alginates. The 
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serum from rabbits immunized with the conjugate was 

effective at promoting the uptake and killing of mucoid strains of 
P. aeruginosa by human polymorphonuclear leukocytes. In contrast, 
immunization with native alginate did not engender an opsonic 
antibody response. Rabbit anticonjugate antibody also neutralized 
the cytotoxic potential of toxin A. 
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DOCUMENT TYPE: 
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ENTRY DATE: 



90129288 MEDLINE 
PubMed ID: 2105272 

Synthesis and characterization of Escherichia coli 
018 O-polysaccharide conjugate vaccines. 
Cryz S J Jr; Cross A S; Sadoff J C; Furer E 
Swiss Serum and Vaccine Institute, Bern, Switzerland. 
Infection and immunity, (1990 Feb) 58 (2) 373-7. 
Journal code: 0246127. ISSN: 0019-9567. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199002 

Entered STN: 19900328 
Last Updated on STN: 20020420 
Entered Medline: 19900226 
AB Nontoxic, serologically reactive 0 polysaccharide was derived from 
Escherichia coli 018 lipopolysaccharide by acid 

hydrolysis, extraction with organic solvents, and gel filtration 
chromatography. Oxidized O polysaccharide was covalently 
coupled to either Pseudomonas aeruginosa toxin A or 
cholera toxin by using adipic acid 

dihydrazide as a spacer molecule in the presence of 
carbodiimide. The resulting conjugates were composed of 
approximately equal amounts of O polysaccharide and protein and were 
nontoxic and nonpyrogenic . Both conjugates engendered an 
immunoglobulin G antibody response in rabbits that recognized native 
018 lipopolysaccharide. Such antibody was able to promote 
the uptake and killing of an E. coli 018 strain bearing the Kl 
capsule by human polymorphonuclear leukocytes. Immunoglobulin G 
isolated from the sera of rabbits immunized with either 
conjugate afforded protection against an E. coli 018 
challenge when passively transferred to mice. 
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89281144 MEDLINE 
PubMed ID: 2733597 

Octavalent Pseudomonas aeruginosa O-polysaccharide- 

toxin A conjugate vaccine. 

Cryz S J Jr; Sadoff J C; Furer E 

Swiss Serum and Vaccine Institute, Berne. 

Microbial pathogenesis, (1989 Jan) 6 (1) 75-80. 

Journal code: 8606191. ISSN: 0882-4010. 

ENGLAND: United Kingdom 

Journal; Article; (JOURNAL ARTICLE) 

English 

Priority Journals 
198907 
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ENTRY DATE: Entered STN: 19900309 

Last Updated on STN: 19970203 
Entered Medline: 19890725 

AB An octavalent Pseudomonas aeruginosa conjugate vaccine was 
synthesized by covalently coupling the O-polysaccharide 
(O-PS) moiety derived from lipopoly saccharides of Habs 
serotypes 1, 2, 3, 4, 5, 6, 11 and 12 to toxin A. 
Adipic acid dihydrazide was used as a spacer 
molecule to facilitate conjugation. The vaccine was 
composed of 37% (w/w) O-PS and 63% toxin A, devoid of 
enzymatic activity characteristic of toxin A, non-toxic 
for mice and guinea pigs, and non-pyrogenic . The vaccine elicited a 
significant rise in immunoglobulin G antibody levels to all 
serotypes of lipopolysaccharide contained in the vaccine 
and to toxin A. Serotypes 6, 10 and 11 were most 

immunogenic in mice whereas serotypes 1 and 5 engendered the lowest 
antibody response. Antitoxin A antibody was able to neutralize the 
cytotoxicity of toxin A. Immunization of mice with the 
vaccine conferred significant protection against subsequent 
challenge with all P. aeruginosa serotype strains contained in the 
vaccine. 
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Preparation of vaccines against gram-negative bacterial 
infections - by combining polysaccharide from 
bacteria endotoxin with exo-protein. 
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PRIORITY APPLN. INFO: CH 1985-4199 19850927 

AN 1987-062644 [09] WPIDS 

AB PT 83096 A UPAB: 19930922 

Non-toxic conjugated vaccines against gram-negative 

bacterial infections comprise a type-specific polysaccharide and a 
protein which are covalently bound together. The 
polysaccharide is derived from the bacterial endotoxin and 
the protein is an exoprotein (claimed) . The conjugated 

vaccine is especially used against Pseudomonas aeruginosa andE.coli The 
exoprotein is pref . a exotoxin or exotoxoid and the exotoxin is 
pref . toxin A from P aeruginosa The exotoxoid is pref. 
tetranustoxoid or diptheriatoxoid. The vaccine pref. consists of a 
mixture of 3-15 conjugates, the polysaccharide being obtd. 
from 3-15 various types of the same type of bacteria. 

Polyvalent vaccines comprise mixts of conjugated 
vaccines, the individual components producing antibodies against 
specific bacteria types. The conjugate vaccines are used 
in the production of hyperimmunes era, which in turn serve-as 
immunoglobulins which are delivered intravenous or intramuscularly. 

USE/ADVANTAGE - For use especially in hospitals with patients being 
treated with immunosuppressives to prevent secondary infections. 
(First major country equivalent to PT-83096-A) 
0/0 

ABEQ EP 220387 B UPAB: 19930922 

Non-toxic conjugated vaccines against gram-negative 

bacterial infections comprise a type-specific polysaccharide and a 

protein which are covalently bound together. The 

polysaccharide is derived from the bacterial endotoxin and 

the protein is an exoprotein (claimed) . The conjugated 

vaccine is esp. used against Pseudomonas aeruginosa and E.coli The 

exoprotein is pref. a exotoxin or exotoxoid and the exotoxin is 

pref. toxin A from P aeruginosa The exotoxoid is pref. 

tetranustoxoid or diptheriatoxoid. The vaccine pref. consists of a 

mixt. of 3-15 conjugates, the polysaccharide being obtd. 

from 3-15 various types of the same type of bacteria. 

Polyvalent vaccines comprise mixts of conjugated 
vaccines, the individual components producing antibodies against 
specific bacteria types. The conjugate vaccines are used 
in the prodn. of hyperimmunosera, which in turn serve-as 
immunoglobulins which are delivered intravenous or intramuscularly. 

USE/ADVANTAGE - For use esp. in hospitals with patients being 
treated with immunosuppressives to prevent secondary infections. 
(First major country equivalent to PT-83096-A) 
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0/0 

ABEQ US 4771127 A UPAB: 19930922 

Immunogenic conjugate comprises a Pseudomonas aeruginosa 
polysaccharide which is free from lipid-A, covalently 
linked through one or more OH and/or COOH gps . to a tetanus 
toxoid carrier protein or toxin-A carrier protein. 

Pref. linking agent is adipic 
dihydrazide . 

USE - The prods, are nontoxic and not pyrogenic and are 
immunising agents for protection against tetanus toxin or 
toxin-A. 
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ACCESSION NUMBER: 86306057 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 3091708 

TITLE: Pseudomonas aeruginosa polysaccharide-tetanus 

toxoid conjugate vaccine: safety 

and immunogenicity in humans. 
AUTHOR: Cryz S J Jr; Sadoff J C; Furer E; Germanier R 

SOURCE: Journal of infectious diseases, (1986 Oct) 154 (4) 

682-8. 

Journal code: 0413675. ISSN: 0022-1899. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Abridged Index Medicus Journals; Priority Journals 

ENTRY MONTH: 198 610 

ENTRY DATE: Entered STN: 19900321 

Last Updated on STN: 19970203 
Entered Medline: 19861023 

AB A Pseudomonas aeruginosa polysaccharide-tetanus toxoid 

(Ttxd) conjugate vaccine was produced. Polysaccharide was 

derived from lipopoly saccharide (LPS) and 

covalently linked to Ttxd by using carbodiimide 

with adipic acid dihydrazide as a spacer 

molecule. The conjugate possessed a relative molecular 

weight of greater than 350,000 and was nontoxic and nonpyrogenic . 

The vaccine bound serospecific monoclonal antibodies with 

an avidity similar to LPS and reacted with murine and 

human opsonic antibody. The vaccine was immunogenic in rabbits and 

mice and elicited IgG antibody to both LPS and Ttxd. The 

vaccine was safe when parenterally administered to humans and evoked 

only mild, transient reactions. Mean titers of IgG antibody to 

LPS rose 19-fold after immunization, with 82% of the 

volunteers responding with a fourfold or greater rise in titer. IgG 
antibody to LPS evoked after immunization was opsonic and 
highly effective at preventing fatal experimental burn wound sepsis 
due to P. aeruginosa. 

L21 ANSWER 25 OF 29 EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS 

RESERVED, on STN 
ACCESSION NUMBER: 86246479 EMBASE 
DOCUMENT NUMBER: 1986246479 

TITLE: Pseudomonas aeruginosa polysaccharide-tetanus 

toxoid conjugate vaccine: Safety 
and immunogenicity in humans. 
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AUTHOR: Cryz Jr. S.J.; Sadoff J.C.; Furer E. ; Germanier R. 

CORPORATE SOURCE: Swiss Serum and Vaccine Institute, P.O. Box 27 07, 

CH-3001 Bern, Switzerland 
SOURCE: Journal of Infectious Diseases, (1986) 154/4 

(682-688) . 

CODEN: JIDIAQ 
COUNTRY: United States 

DOCUMENT TYPE: Journal 
FILE SEGMENT: 004 Microbiology 

026 Immunology, Serology and Transplantation 

037 Drug Literature Index 

LANGUAGE: English 

AB A Pseudomonas aeruginosa polysaccharide-tetanus toxoid 

(Ttxd) conjugate vaccine was produced. Polysaccharide was 

derived from lipopoly saccharide (LPS ) and 

covalently linked to Ttxd by using carbodiimide 

with adipic acid dihydrazide as a spacer 

molecule. The conjugate possessed a relative molecular 

weight of >350,000 and was nontoxic and nonpyrogenic . The vaccine 

bound serospecific monoclonal antibodies with an avidity 

similar to LPS and reacted with murine and human opsonic 

antibody. The vaccine was immunogenic in rabbits and mice and 

elicited IgG antibody to both LPS and Ttxd. The vaccine 

was safe when parenterally administered to humans and evoked only 

mild, transient reactions. Mean titers of IgG antibody to 

LPS rose 19-fold after immunization, with 82% of the 

volunteers responding with a fourfold or greater rise in titer. IgG 
antibody to LPS evoked after immunization was opsonic and 
highly effective at preventing fatal experimental burn wound sepsis 
due to P. aeruginosa. 
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ACCESSION NUMBER: 86166807 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 3082756 

TITLE: Pseudomonas aeruginosa immunotype 5 polysaccharide- 

toxin A conjugate vaccine. 
AUTHOR: Cryz S J Jr; Furer E; Sadoff J C; Germanier R 

SOURCE: Infection and immunity, (1986 Apr) 52 (1) 161-5. 

Journal code: 0246127. ISSN: 0019-9567. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 198 605 

ENTRY DATE: Entered STN: 19900321 

Last Updated on STN: 19900321 
Entered Medline: 19860501 
AB Polysaccharide (PS) derived from Pseudomonas aeruginosa immunotype 5 
lipopolysaccharide was covalently coupled to 
toxin A by reductive amination with adipic acid 
dihydrazide as a spacer molecule. The resulting PS- 
toxin A conjugate was composed of 27.5% PS and 
72.5% toxin A. The conjugate was composed of 

heterogeneous high-molecular-weight species, all of which possessed 

an Mr greater than 670,000. The conjugate was nontoxic 

for mice and nonpyrogenic at a dose of 50 micrograms/kg of body 
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weight when intravenously administered to rabbits. Immunization of 
rabbits with the conjugate evoked both an 

antilipopolysaccharide immunoglobulin G (IgG) and an anti- 
toxin A IgG response. Anticon jugate IgG was capable of 
neutralizing the cytotoxic effect of toxin A. 
Immunization of mice with the conjugate increased the mean 
lethal dose from 4.5 X 10(1) P. aeruginosa for control mice to 9,6 J 
10(5) P. aeruginosa for vaccinated mice. Similarly, immunization 
raised the mean lethal dose for toxin A from 0.2 to 4.67 
micrograms per mouse. 
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86126756 EMBASE 
1986126756 

Pseudomonas aeruginosa immunotype 5 polysaccharide- 
toxin A conjugate vaccine. 

Cryz Jr. S.J.; Furer E . ; Sadoff J.C.; Germanier R. 
Swiss Serum and Vaccine Institute, 3001 Berne, 
Switzerland 

Infection and Immunity, (1986) 52/1 (161-165). 
CODEN: INFIBR 
United States 
Journal 

004 Microbiology 

026 Immunology, Serology and Transplantation 

English 

Polysaccharide (PS) derived from Pseudomonas aeruginosa immunotype 5 
lipopolysaccharide was covalently coupled to 
toxin A by reductive amination with adipic acid 
dihydrazide as a spacer molecule. The resulting PS- 
toxin A conjugate was composed of 27.5% PS and 
72.5% toxin A. The conjugate was composed of 

heterogeneous high-molecular-weight species, all of which possessed 
an M(r) >670,000. The conjugate was nontoxic for mice and 
nonpyrogenic at a dose of 50 u-g/kg of body weight when 
intravenously administered to rabbits. Immunization of rabbits with 
the conjugate evoked both an antilipopolysaccharide 
immunoglobulin G (IgG) and an anti-toxin A IgG response. 
Anticonjugate IgG was capable of neutralizing the cytotoxic effect 
of toxin A. Immunization of mice with the 

conjugate increased the mean lethal dose from 4.5 x 101 P. 
aeruginosa for control mice to 9 . 6 x 105 P. aeruginosa for 
vaccinated mice. Similarly, immunization raised the mean lethal dose 
for toxin A from 0.2 to 4.67 jag per mouse. 
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Preparation and characterization of detoxified 

lipopolysaccharide-protein 

conjugates 

Seid, Robert C, Jr.; Sadoff, Jerald C. 

Walter Reed Army Med. Cent., Walter Reed Army Inst. 

Res., Washington, DC, 20012, USA. 
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AB 



Journal of Biological Chemistry, (1981) Vol. 256, 
No. 14, pp. 7305-10. 
CODEN: JBCHA3. ISSN: 0021-9258. 
UNITED STATES 
Journal 
CAPLUS 

CAPLUS 1981:513154 
English 

Entered STN: 20011116 
Last Updated on STN: 20021203 
Alkaline treatment of Pseudomonas aeruginosa type 5 
lipopolysaccharide (LPS) resulted in reduced 

toxicity as measured by both the Limulus amoebocyte assay and the 
rabbit pyrogenicity test. Chemical anal, of the deacylated LPS 
(D-LPS) revealed that ester-linked fatty acids 
were removed whereas the amide-linked fatty acids remained 
intact. The neutral and amino sugar compns. for native LPS 
and D-LPS were identical within exptl . error. Antigenic 
determinants for complement-dependent human opsonic antibody were 
retained under these deacylation conditions. To enhance its 
immunogenicity, D-LPS was covalently coupled to 
Pseudomonas pili and the 1, 4-diaminobutyl derivs . of 
Pseudomonas exotoxin A and tetanus toxoid. Quant, amino 
sugar analyses revealed that 2.6 and 3.2 mol of D-LPS were 
covalently bound to aminobutyl Pseudomonas 
exotoxin A and aminobutyl tetanus toxoid, resp. Gel 
electrophoresis data indicated >1 mol of D- LPS 
covalently bound/pilus subunit protein. Initial 
immunol. data indicated that antibody against D-LPS could 
be induced when the D-LPS is covalently attached 
to protein carriers. 
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Entered STN: 20021200 
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Polysaccharides , from capsule or from the LPS of 
Gram-negative enteric pathogens, are covalently 
conjugated to carrier proteins to increase their 
immunogenicity. Conditions for optimal derivatization of the 
saccharides , proteins and conjugation of the two are 
investigated. A new approach to synthesize Vi conjugate 
without disulfide linkages was devised. The carboxylic 
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groups on Vi polysaccharide was derivatized with adipic 
dihydrazide through carbodiimide . The derivatized Vi could 
then bind to proteins through carbodiimide. The 
LPS of Vibro cholerae is a virulence factor and potential 
protective antigen. The toxicity of the LPS was greatly 
reduced by treatment in an organic base. The treatment retained 
most of the LPS structure. Conjugates made with 
the detoxified LPS and cholera toxin induced 

vibrocidal antibodies in laboratory animals. Similar techniques 
were devised for preparing polysaccharide of Salmonella typhimurium, 
E . coli 0111 for diarrhea diseases, mutant J5 for endotoxin 
shock and 0157 for gastroenteritis. 
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AB The use of primary, human, ecto- and endocervical epithelial cell 
cultures has increased our understanding of the pathogenesis of 
gonococcal infection in women. Primary cervical epithelial cells 
express complement (C) receptor type 3 (CR3) and C proteins 
required for alternative pathway (AP) activity. Gonococcus -induced 
membrane ruffling and cellular invasion of primary cervical 
epithelia is mediated by CR3 and requires co-operative CR3 binding 
by gonococcus-bound iC3b, porin and pilus . We have extended these 
studies to identify the site of C3 deposition upon gonococci within 
the cervical mi cr ©environment . By immunoprecipitation and ELISA we 
demonstrate that covalent and non-covalent associations occurred 
between gonococcal LOS and C protein C3 . Sialylation or LOS 
truncation did not alter the gonococcus-CR3 interaction. By Western 
blot analysis we observed comparable C3 opsonization patterns among 
a panel of LOS truncation mutants, sialylated wild-type gonococci, 
or wild-type bacteria that were not sialylated. Quantitative 
association/invasion assays performed in the presence or absence of 
LOS competimers support C3b deposition on the lipid A core 
structure. Our findings demonstrate a role for lipid A as a C3 
acceptor site and suggest that multiple factors govern C3b 
deposition and its subsequent conversion to iC3b on the surface of 
the gonococcus within the cervical microenvironment . 
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We examined complement activation by Neisseria gonorrhoeae via the 
mannan-binding lectin (MBL) pathway in normal human serum. Maximal 
binding of MBL complexed with MBL-associated serine proteases 
(MASPs) to N. gonorrhoeae was achieved at a concentration of 0.3 
microg/ml. Preopsonization with MBL-MASP at concentrations as low 
as 0.03 microg/ml resulted in approximately 60% killing of otherwise 
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fully serum-resistant gonococci. However, MBL-depleted serum 
(MBLdS) reconstituted with MBL-MASP before incubation with organisms 
(postopsonization) failed to kill at a 100-fold higher 
concentration. Preopsonized organisms showed a 1.5-fold increase in 
C4, a 2.5-fold increase in C3b, and an approximately 25-fold 
increase in factor Bb binding; enhanced C3b and factor Bb binding 
was classical pathway dependent. Preopsonization of bacteria with a 
mixture of pure Cl-inhibitor and/or alpha (2 ) -macroglobulin added 
together with MBL-MASP, all at physiologic concentrations before 
adding MBLdS , totally reversed killing in 10% reconstituted serum. 
Reconstitution of MBLdS with supraphysiologic (24 microg/ml) 
concentrations of MBL-MASP partially overcame the effects of 
inhibitors (57% killing in 10% reconstituted serum) . We also 
examined the effect of sialylation of gonococcal lipooligosaccharide 
(LOS) on MBL function. Partial sialylation of LOS did not decrease 
MBL or C4 binding but did decrease C3b binding by 50% and resulted 
in 80% survival in 10% serum (lacking bacteria-specific Abs) even 
when sialylated organisms were preopsonized with MBL. Full 
sialylation of LOS abolished MBL, C4, and C3b binding, resulting in 
100% survival. Our studies indicate that MBL does not participate 
in complement activation on N. gonorrhoeae in the presence of 
"complete" serum that contains Cl-inhibitor and alpha (2) - 
macroglobulin. 
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Mannose-binding lectin (MBL) is an important component of the innate 
immune system. It binds to the arrays of sugars commonly presented 
by microorganisms and activates the complement system independently 
of antibody. Despite detailed knowledge of the stereochemical basis 
of MBL binding, relatively little is known about how bacterial 
surface structures influence binding of the lectin. Using flow 
cytometry, we have measured the binding of MBL to a range of mutants 
of Salmonella enterica serovar Typhimurium and Neisseria gonorrhoeae 
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which differ in the structure of expressed lipopolysaccharide (LPS) . 
For both organisms, the possession of core LPS structures led to 
avid binding of MBL, which was abrogated by the addition of O 
antigen (Salmonella serovar Typhimurium) or sialic acid (N. 
gonorrhoeae) . Truncation of the LPS within the core led to lower 
levels of MBL binding. It was not possible to predict the magnitude 
of MBL binding from the identity of the LPS terminal sugar alone, 
indicating that the three-dimensional disposition of LPS molecules 
is probably also of importance in determining MBL attachment. These 
results further support the hypothesis that LPS structure is a major 
determinant of MBL binding. 
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AB The natural resistance-associated macrophage protein (Nrampl) 

regulates macrophage activation. One of its pleiotropic effects on 
macrophage function is to regulate expression of major 
histocompatibility class II molecules. In this study macrophages 
stably transfected with the wild-type (infection-resistant) or the 
natural mutant (infection-susceptible) allele of the Nrampl gene 
were used to study class II expression and processing and 
presentation of recombinant protein antigens to CD4+ T-cell 
hybridomas. As demonstrated previously for macrophages from 
Nrampl-resistant and -susceptible congenic mouse strains, 
transfected macrophage clones carrying the wild-type allele showed 
enhanced upregulation of class II molecules in response to gamma 
interferon compared to that shown by macrophage clones carrying an 
endogenous mutant allele or transfected with the mutant allele 
expressed under a viral long terminal repeat promoter. The 
wild-type allele-transf ected macrophage clones also demonstrated an 
enhanced, lipopolysaccharide-dependent ability to process the 
recombinant leishmanial antigen LACK-delta 1 (the Leishmania homolog 
of receptors for activated C kinase) for presentation to 
LACK-specific CD4 + T cells. An influence on antigen processing must 
therefore be added to the growing list of pleiotropic effects of the 
Nrampl gene potentially contributing to its role in infectious and 
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autoimmune disease susceptibility. These results also have 
important implications for analysis of T-cell responses to 
vaccination, especially where antigens are presented to the immune 
system using live Salmonella species or Mycobacterium bovis BCG as a 
vaccine vehicle. 
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AB In the past few years we have shown that mycobacterial heat shock 

proteins (hsp) of 65 and 70 kD exert a very strong helper effect in 
mice and monkeys when conjugated to peptides and oligosaccharides 
and given in the absence of adjuvants. In the present study we show 
that this adjuvant-free helper effect (i) is not due to 
lipopolysaccharide (LPS), since it was observed in LPS-resistant 
mice (C3H/HeJ) immunized with hsp-based constructs containing the 
malaria peptide (NANP)40, and (ii) is characteristic of hsp, since 
it was not observed with conjugates containing the mycobacterial p38 
antigen, which is not a stress protein. Interestingly, the hsp 
GroEL and DnaK of Escherichia coli, which share a high degree of 
homology with the mycobacterial 65-kD and 70-kD hsp, respectively, 
exhibit a strong in vivo helper effect when conjugated to the 
(NANP)40 peptide, and the conjugates given in the absence of 
adjuvants. This in vivo helper behaviour of the GroEL and DnaK 
proteins corresponds well to that observed with the mycobacterial 
65-kD and 70-kD hsp, respectively, since the hsp65- and GroEL-based 
constructs require previous priming of the animals with live bacille 
Calmette-Guerin (BCG), which is not needed for the hsp70- and 
DnaK-based constructs. Finally, using both mycobacterial and E. 
coli hsp we show that their in vivo helper effect in the absence of 
adjuvants requires cross-linking to the synthetic peptide. Taken 
together, our results suggest that the adjuvant-free helper effect 
observed with mycobacterial and E. coli hsp may be a generalized 
phenomenon, exhibited by hsp from diverse microorganisms. These 
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findings may find applications in the design of vaccine constructs, 
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AB The extensive use of antibiotics in Nicaragua raises concerns about 
the resulting levels of susceptibility of pathogenic bacteria. This 
is the first study that characterizes 18 strains of N. gonorrhoeae 
isolated in Nicaragua (1989), for their antibiotic susceptibility. 
Strains were predominantly of the auxotype/serotype Proto/PIB. 
There was no difference in lipopolysaccharides profiles obtained 
after SDS-PAGE for all strains. Variable expression of the PII 
outer membrane protein was not associated to antimicrobial 
resistance. All strains were susceptible to ceftriaxone, 
spectinomycin, rifampin and cefoxitin. The strains were classified 
in five groups based on plasmid profiles. A total of 78% of the 
isolates were penicillinase-producing (PPNG) and 22% were 
tetracycline-resistant N. gonorrhoeae (TRNG) . One PPNG strain 
showed a concomitant decreased of penicillin binding to 
penicillin-binding protein 2. These randomly chosen isolates of N. 
gonorrhoeae from Nicaragua possess high levels of resistance to 
multiple families of drugs. In Nicaragua, in 1989, health workers 
obtained urethral or cervical samples from 18 people with gonorrhea 
attending public health clinics in Managua and sent them to the 
National Laboratory of Public Health in Managua for characterization 
of their antibiotic susceptibility. Of the 18 strains, 15 (83.3%) 
were of the auxotype/serotype Proto/PIB. Electrophoresis of 
lipopolysaccharides on SDS-polyacrylamide gels (15%) with 4 M urea 
revealed no difference in lipopolysaccharide profiles for all 
strains. The variable expression of the 31-kDa opacity outer 
membrane protein was not related to antimicrobial resistance. All 
isolates exhibited susceptibility to ceftriaxone, spectinomycin, 
cefazolin, cefoxitin, and rifampin. 78% of the strains produced 
beta-lactamase. 89% of the strains were resistant to penicillin and 
ampicillin, 44% were resistant to tetracycline, 28% were resistant 
to cefamandol, 22% were resistant to chloramphenicol, and 11% were 
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resistant to erythromycin. There were 5 distinct groups of 
Neisseria gonorrhoeae isolated according to their plasmid profiles. 
The largest was plasmid profile group 1 (55.6%), defined as carrying 
the 24.5, 3.2, and 2.6 MDa plasmids , It produced beta-lactamase . 
Penicillinase-producing N. gonorrhoeae (PPNG) comprised 78% of the 
isolates, 22% of whom were tetracycline-resistant N. gonorrhoea. 
One PPNG strain exhibited a parallel decrease of penicillin binding 
to penicillin-binding protein 2. These findings confirmed the 
presence of multiresistant N. gonorrhoeae strains in Managua, 
Nicaragua. Based on these findings, the researchers recommended 
that penicillin and tetracycline not be used to treat gonorrhea in 
Nicaragua; they recommended ceftriaxone and spectinomycin . 
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soluble protein and synthetic antigens has been difficult to assess 
because of the lack of a specific and reliable proliferation assay. 
The present report describes the development of an assay system 
which overcomes these problems by making use of a population of 
nylon wool column-purified T lymphocytes obtained from 
thioglycollate-induced peritoneal exudates of immunized mice. 
PETLES (peritoneal exudate, T lymphocyte-enriched cells) were 
composed mainly of T lymphocytes, eosinophils and small numbers of 
macrophages. Contamination with bone marrow-derived (B) lymphocytes 
averaged only 2%. When PETLES from immunized mice were stimulated 
in microtiter cultures with the immunizing antigen, large degrees of 
proliferation ensued as measured by incorporation of 

3H-methyl-thymidine 5 days after initiation. As few as 1.25 x 10(4) 
cells and as little as 50 ng/ml of antigen gave significant 
stimulation. Maximum responses were obtained witn a series of 10 
experiments under these optimal conditions, gave a mean 
incorporation of 70,900 cpm while the controls cultured without 
antigen showed only 3,600 cpm. PETLES from nonimmunized mice or 
from mice immunized to other antigens did not respond to DNP50VA 
although they did respond to mitogens. The antigen-induced 
proliferation was shown to require the presence of immune T 
lymphocytes by two criteria: elimination of the response by 
treatment with anti-Thy 1.2 serum plus complement and failure to 
reconstitute the response when the few remaining immune B 
lymphocytes left after anti-Thy 1.2 treatment were added to 
nonimmune T lymphocytes. In addition, the system exhibited carrier 
specificity. Because of the paucity of B lymphocytes in the 
population, their contribution to the overall magnitude of the 
proliferative response was negligible as demonstrated by the small 
response to B cell mitogens. Thus, the assay appears to be a 
quantitative as well as a qualitative assay for one aspect of T 
lymphocyte function. This technique should prove useful for the 
study of murine T lymphocytes in vitro. 
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The authors disclose conjugates comprising a carrier 
protein covalently bonded to the conserved portion of a 
lipopolysaccharide of a Gram-neg. bacterium. The conserved 
portion of the lipopolysaccharide comprises the inner core 
and lipid A portions of the lipopolysaccharide. The 
conjugate elicits a cross-reactive immune response against 
heterologous strains of the Gram neg. bacterium. 
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SOURCE: Dissertation Abstracts International, (2002) Vol. 63, 
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AB The clinical manifestations of Neisseria gonorrhoeae infection 

suggest that pathogenesis differs between men and women. To study 
gonococcal pathogenesis in a model system that would be reflective 
of the lower female genital tract we developed primary, human, ecto- 
and endocervical cell systems. Our studies demonstrate that 
complement receptor type 3 (CR3) is present on cervical, but not 
male urethral, epithelia. CR3-mediated endocytosis serves as a 
primary mechanism by which the gonococcus is able to elicit membrane 
ruffling and macropinocytosis of the cervical epithelium. 
Examination of clinical biopsies derived from women with culture 
documented gonococcal cervicitis confirmed these findings. 

Primary cervical epithelial cells produce alternative pathway 
(AP) complement (C f ) components. Deposition of C protein C3 upon 
the gonococcus surface and its rapid inactivation to iC3b mediate 
adherence to the I-domain of CR3 . C3 opsonization is independent of 
the sialylation state and of the oligosaccharide determinant of 
gonococcal lipooligosaccharide (LOS) . 

Quantitative association/invasion assays performed in the presence 
or absence of LOS competimers support C3b deposition upon 
the lipid A core structure. Our findings demonstrate a role for 
lipid A as a C3 acceptor site and suggest that multiple factors 
govern C3b deposition and its subsequent conversion to iC3b on the 
surface of the gonococcus. 

Quantitative adherence and invasion inhibition assays suggest 
that iC3b covalently bound to the gonococcus serves as a 
primary ligand for CR3. Gonococcal porin and pilin can 
also bind to the I-domain in a non-opsonic manner and are 
required for the gonococcus-CR3 association. Although Opa proteins 
are not required for initiation of gonococcal cervicitis, they may 
play a role in potentiating infection. Collectively, our data 
suggest that opsonic and non-opsonic gonococcal adherence to CR3 
occurs in a cooperative manner that facilitates targeting to and 
successful invasion of the cervical epithelium. iC3b-dependent, 
CR3-mediated endocytosis occurs independently of a proinflammatory 
response and is consistent with the asymptomatic nature of N. 
gonorrhoeae infection in women. 
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Neisseria gonorrhoeae and complement receptor 3 on 

primary cervical epithelial cells. 
AUTHOR (S) : Edwards, J. L. [Reprint author]; Brown, E. J.; 

Uk-Nham, S.; Cannon, J. G. ; Blake, M. S.; 

Apicella, M. A. [Reprint author] 
CORPORATE SOURCE: University of Iowa, Iowa City, IA, USA 
SOURCE: Abstracts of the General Meeting of the American 

Society for Microbiology, (2002) Vol. 102, pp. 93. 

print . 

Meeting Info.: 102nd General Meeting of the American 

Society for Microbiology. Salt Lake City, UT, USA. 

May 19-23, 2002. American Society for Microbiology. 
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ENTRY DATE: Entered STN: 13 Nov 2002 
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AB Little is known about the pathogenesis of gonococcal infection 

within the lower female genital tract. We recently described the 

distribution of complement receptor 3 (CR3) within epithelia derived 

from the female genital tract. CR3-mediated endocytosis was 

subsequently demonstrated to serve as a primary mechanism by which 

N. gonorrhoeae elicits membrane ruffling and cellular invasion of 

primary, human, cervical epithelial cells. We have extended these 

studies to describe the nature of the gonococcus-CR3 interaction. 

Western Blot analysis demonstrates production of alternative 

complement components by ecto- and endocervical cells, which allows 

C3b deposition on gonococcal lipooligosaccharride (LOS) 

and its rapid conversion to iC3b. C3 opsonization is independent of 

the LOS sialylation state and of oligosaccharide side 

chain length. Quantitative adherence and invasion inhibition assays 

suggest that iC3b covalently bound to the gonococcus 

serves as a primary ligand for CR3 adherence, since recombinant 

I-domain and anti-iC3b and -factor I antibodies significantly 

inhibit adherence and invasion of primary ecto- and endocervical 

cells. However, gonococcal porin and pili can also 

bind to the I-domain of CR3 in a non-opsonic manner as 

demonstrated by ELISA and Western Blot analysis. The association of 

the gonococcus with CR3 requires por and pil outer 

membrane proteins. Although Opa proteins are not 

required for initiation of gonococcal cervicitis, they may play a 
role in potentiating infection. Collectively, these data suggest 
that opsonic and non-opsonic gonococcal adherence to CR3 occurs in a 
cooperative manner that facilitates targeting to and successful 
invasion of the cervical epithelium. 
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5883-5891 
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PUBLISHER: American Society for Biochemistry and Molecular 
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AB To facilitate studies of the mol . determinants of host-meningococcal 
lipooligosaccharide (endotoxin) interactions at 
patho-physiol . relevant endotoxin concns. (i.e., 
<10 ng/mL) , the authors have generated acetate auxotrophs 
NMBACE1 from encapsulated Neisseria meningitidis (serogroup B, 
strain NMB) and NMBACE2 from an isogenic bacterial mutant lacking 
the polysialic acid capsule. Growth of the auxotrophs in medium 
containing [14C] acetate yielded 1 4 C-lipooligo saccharides 
containing .apprx.600 cpm/ng. Gel sieving resolved 14C- 
lipooligosaccharide- containing aggregates with an estimated mol. 
mass of ^20 + 106 Da (peak A) and .apprx.l + 106 
Da (peak B) from both strains. Lipo oligosaccharides in 

peaks A and B had the same fatty acid composition and SDS-polyacrylamide 
gel electrophoresis profile. 14C-Labeled capsule copurified with 
14C-lipooligosaccharides in peak B from NMBACE1, whereas 
the other aggregates contained only 14C-lipooligosaccharide 

For all aggregates, lipopolysaccharide -binding 
protein and soluble CD14-induced delivery of 
lipooligosaccharides to endothelial cells and cell 
activation correlated with disaggregation of 

lipooligosaccharides. These processes were inhibited by the 
presence of capsule but unaffected by the size of the aggregates. 
In contrast, endotoxin activation of cells containing membrane 
CD14 was unaffected by capsule but diminished when endotoxin 
was presented in larger aggregates. These findings demonstrate that 
the phys. presentation of lipooligosaccharide, including 
possible interactions with capsule, affect the ability of 
meningococcal endotoxin to interact with and activate 
specific host targets. 
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AB Non-typeable Haemophilus influenzae (NTHi) invades host 
binding of the platelet-activating factor (PAF) receptor 
lipooligosaccharide (LOS ) glyco forms containing 

phosphorylcholine (ChoP) . The effect of NTHi infection on host cell 
signaling and its role in NTHi invasion was examined The infection of 
human bronchial epithelial cells with NTHi 2019 increased cytosolic 
Ca2+ levels, and the invasion of bronchial cells by NTHi 2019 was 
inhibited by pretreatment with the cell-permeant intracellular Ca2+ 
chelator BAPTA-AM (P = 0.022) or thapsigargin (P = 0.016). 
Cytosolic inositol phosphate (IP) levels were also increased after 
infection with NTHi 2019 (P < 0.001), but not after infection with 
isogenic mutants expressing altered LOS glycoforms lacking 
ChoP. PAF receptor antagonist reduced NTHi 2019-stimulated IP 
production in a dose-dependent manner. NTHi 2019 invasion was inhibited 
by pertussis toxin (PTX) and the phosphatidylinositol-3- 
kinase inhibitors wortmannin and LY294002. The less invasive strain 
NTHi 7502 also initiated IP production, but was unaffected by PAF 
receptor antagonist or PTX. These data demonstrate that the 
binding of the PAF receptor by NTHi initiates receptor 
coupling to a PTX-sensitive heterotrimeric G protein complex, 
resulting in a multifactorial host cell signal cascade and bacterial 
invasion. Moreover, the data suggest that NTHi strains initiate 
cell signaling and invade by different mechanisms, and that invasion 
mediated by PAF receptor activation is more efficient than 
macropinocytosis . 
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AB Antigenic conjugates are provided which comprise a carrier 
protein covalently bonded to the conserved portion of a 
lipopolysaccharide of a gram neg. bacteria, wherein said 
conserved portion of the lipopolysaccharide comprises the 
inner core and lipid A portions of said lipopolysaccharide 
, said conjugate eliciting a cross reactive immune 
response against heterologous strains of said gram neg. bacteria. 
The carrier protein is selected from CRM197, tetanus toxin 
, diphtheria toxin, pseudomonas exotoxin A, cholera 
toxin, group A streptococcal toxin, 

pneumolysin of Streptococcus pneumoniae, filamentous 
hemagglutinin (PHA) , FHA of Bordetella 
pertussis, pili or pilins of Neisseria 
gonorrhoeae or meningitidis, outer membrane 
proteins of Neisseria meningitidis, C5A 
peptidase of Streptococcus and surface 
protein of Moraxella catarrhalis. 
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PROBLEM TO BE SOLVED: To obtain an antigen zygote inducing not only 
an immunogenic response against a specified species of a gram 
negative bacterium but also a cross reaction immune response against 
a different strain or a different serum type from that of a gram 
negative bacterium belonging to a specified genus, preferably 
against a gram negative bacterium of a different genus, and a 
vaccine containing the antigen zygote. 
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SOLUTION: The antigen zygote comprising a carrier protein bound by a 
covalent bond to a preservative part consisting of an inside core 
part and a lipid A part of lipopolysaccharide of a gram negative 
bacterium and a vaccine containing the antigen zygote. This antigen 
zygote induces a cross reaction immune response against a different 
strain of the gram negative bacterium, and preferably, against a 
gram negative bacterium of a different genus. 
COPYRIGHT: (C)1999,JPO 
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AB A method is provided for identifying, isolating, and producing 
lipooligosaccharide (LOS ) mutants of gram-neg. 

bacterial pathogens. The method comprises mutating the laft gene of 
a gram-neg. bacterial pathogen so that there is a lack of a 
functional Lipid A fatty acid transferase protein. The resulting 
LOS mutants lack one or more secondary acyl chains as 
compared to the LOS contained in the wild type gram-neg. 
bacterial pathogen. The LOS isolated from the laft 

mutants displays substantially reduced toxicity as compared to that 

of the wild type strain. Also, the present invention provides 

methods for using a vaccine formulation containing the laft mutants, the 

endotoxin isolated therefrom, or the endotoxin 

isolated therefrom which is then conjugated to a carrier 

protein, to immunize an individual against infections caused by 

gram-neg. bacterial pathogens by administering a prophylactically 

effective amount of the vaccine formulation. 
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Although complement-mediated bactericidal activity in serum has long 
been known to be very important in host defense against Neisseria 
meningitidis, recent studies have shown that opsonic phagocytosis by 
neutrophils is also important. The purpose of this study was to 
determine if endemic group C N. meningitidis strains were susceptible 
non-opsonic (complement- and antibody-independent) phagocytosis by 
human neutrophils, which is a well-described phenomenon for 
Neisseria gonorrhoeae. Gonococci that possess one or more of a 
group of heat-modifiable outer membrane 

proteins (called opacity-associated [Opa] proteins) are 
phagocytosed by neutrophils in the absence of serum. The authors 
found that four serogroup C meningococcal strains bearing the 
lacto-N-neotetraose (LNnT) structure on lipooligosaccharide 
(LOS) were phagocytosed by neutrophils in the absence of 
antibody and active complement. Confocal microscopy confirmed that 
the organisms were internalized by neutrophils. This susceptibility 
was not restricted to carrier isolates, since two of the strains 
were cultured from blood or cerebrospinal fluid. All four strains 
expressed Opa protein and had relatively less endogenous LOS 
and capsule sialylation compared to six strains that were resistant 
to this type of phagocytosis. Non-opsonic phagocytosis of two of 
the four strains was inhibited by exogenous sialylation of 
LOS LNnT and the binding of monoclonal antibody to 
LNnT. However, an isogenic mutant that lacked the LNnT structure 
was fully susceptible to non-opsonic phagocytosis. The authors 
conclude that group C meningococci can be phagocytosed by 
neutrophils in the absence of antibody and active complement 
possibly by two different mechanisms. Expression of Opa protein and 
downregulation of endogenous surface sialic acids analogous to what 
is seen for N. gonorrhoeae might be necessary for N. meningitidis as 
well . 
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AB A method is provided for identifying, isolating, and producing htrB 
mutants of gram-neg. bacterial pathogens. The method comprises 
mutating the htrB gene of a gram-neg. bacterial pathogen so that 
there is a lack of a functional htrB protein, resulting in a mutant 
that lacks ^1 secondary acyl chains contained in the wild 
type gram-neg. bacterial pathogen, and displays substantially 
reduced toxicity as compared to the wild type strain. The present 
invention also provides methods for using a vaccine formulation 
containing the htrB mutant, the endotoxin isolated therefrom, or the 
endotoxin isolated therefrom which is then conjugated to a carrier 
protein to immunize an individual against infections caused by 
gram-neg. bacterial pathogens by administering a prophylactically 
effective amount of the vaccine formulation. 
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AB The bovine-specific pathogen Haemophilus somnus is capable of 
undergoing structural and antigenic phase variation in its 
lipooligosaccharide (LOS) components after in vivo 
and in vitro passage. However, commensal isolates from the 
reproductive tract have not been observed to vary in phase (T. J. 
Inzana, R. P. Gogolewski, and L. B. Corbeil, Infect. Immun. 
60:2943-2951, 1992). We now report that specific monoclonal 
antibodies (MAbs) to the LOSs of Haemophilus aegyptius, Neisseria 
gonorrhoeae, and Haemophilus influenzae, as well as H. somnus, 
reacted with some phase-variable epitopes in H. somnus LOS 

All reactive MAbs bound to LOS components of 
about 4.3 kDa in the same H. somnus isolates, including a 
non-phase-varying strain. Following in vitro passage of a clonal 
variant of strain 738 that was nonreactive with the MAbs, 11.8% of 
young colonies shifted to a reactive phenotype. A 
digoxigenin-labelled 5 ' - C AAT C AAT C AAT C AAT CAAT CAAT CAAT - 3 1 
oligo-nucleotide probe hybridized to genomic DNA from strain 738 but 
did not react with DNA from a non-phase-varying strain. Sequence 
analysis of the gene containing 5 ! -CAAT-3' tandem sequences revealed 
4 8% amino acid homology with the lex-2B gene-encoded protein of H. 
influenzae type b. Our results indicate that some LOS 
epitopes are conserved between H. somnus and other Haemophilus and 
Neisseria species, that LOS phase variation may occur at a 
high rate in some strains of H. somnus, and that phase variation 
may, in part, be due to 5 ! -CAAT-3 f tandem sequences present in H. 
somnus genes. 
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AB The lacto-N-neotetraose-containing lipooligosaccharide ( 
LOS) present on the surface of most Neisseria gonorrhoeae 
organisms may serve many important functions in gonococcal 
pathogenesis. This surface glycolipid contains the cross-reactive 
epitope to human paragloboside and can be sialylated by gonococci 
grown in the presence of CMP-N-acetylneuraminic acid. Another 
possible role for this glycolipid could be to mimic human 
asialocarbohydrates and act as a ligand for asialoglycoprotein 
receptors contained on numerous human cells. The most noted of this 
large family of receptors is that expressed on the surface of 
hepatic cells. In a model cell system, using the hepatoma tissue 
culture cell line HepG2, the authors wanted to investigate if the 
presence of this asialoglycoprotein receptor influenced the 
adherence and/or invasion of gonococci expressing the 
lacto-N-neotetraose structure. Piliated variants of the gonococcal 
wild-type strain 1291 and its isogeneic LOS mutant 1291E 
were used in adherence-invasion assays. This gonococcal strain is 
somewhat unusual in that it expresses large amts. of predominantly 
one species of LOS/ thus reducing the complexity of 
interpreting the data. The data from these assays suggested that 
the Gal(pi-4)GlcNAc(pl-3)Gal(pi-4)Glc carbohydrate 
structure on the wild-type LOS affected the 

adherence-invasion of gonococci into the HepG2 cells. In studies to 

determine whether the major hepatic asialoglycoprotein receptor was 

involved in these interactions, the authors found that the HepG2 

cells contained two receptors which bound gonococcal 

LOS. One of these was the asialoglycoprotein receptor, and 

the data concerning this receptor will be reported elsewhere. The 

data on the second receptor are reported here. Purified, 

1251-labeled gonococcal LOS was used to identify specific 

high-affinity LOS-binding sites. These 

binding expts . revealed one major binding site 

corresponding to a protein with a mol . mass of 70 kDa (p70) . 

Several lines of evidence in this study suggested that the 

oligosaccharide region of LOS played an important role in 

LOS binding to the p7 0 of HepG2 cells. In addition, 

the authors show that this human LOS receptor has some 

similarities to the gonococcal Opa proteins. 
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AB Deletions which removed rfa genes involved in 
lipopolysaccharide (LPS) core synthesis were 

constructed in vitro and inserted into the chromosome by linear 
transformation. The deletion Arfal, which removed rfaGPBI, 
resulted in a truncated LPS core containing two heptose 
residues but no hexose and a deep rough phenotype including 
decreased expression of major outer membrane 
proteins, hypersensitivity to novobiocin, and resistance to 
phage U3. In addition, Arfal resulted in the loss of flagella 
and pili and a mucoid colony morphol. Measurement of the 
synthesis of p-galactosidase from a cps-lacZ fusion showed that 
the mucoid phenotype was due to rcsC-dependent induction of colanic 
acid capsular polysaccharide synthesis. Complementation of 
Arfal with rfaG+ DNA fragments resulted in a larger core and 
restored the synthesis of flagella and pili but did not 
reverse the deep rough phenotype or the induction of cps-lacZ, while 
complementation with a fragment carrying only rfaP+ reversed the 
deep rough phenotype but not the loss of flagella and pili 

A longer deletion which removed rfaQGPBIJ was also constructed, 
and complementation studies with this deletion showed that the 
product of rfaQ was not required for the functions of rfaG and rfaP. 
Thus, the function of rfaQ remains unknown. Tandem mass 
spectrometric anal, of LPS core oligosaccharides from 
complemented Arfal strains indicated that rfaP+ was necessary 
for the addition of either phosphoryl (P) or pyrophosphorylethanolamine 
(PPEA) substituents to the heptose I residue, as well as for the 
partial branch substitution of heptose II by heptose III. The 
substitution of heptose II is independent of the type of P 
substituent present on heptose I, and this results in four different 
core structures. A model is presented which relates the deep rough 
phenotype to the loss of heptose-linked P and PPEA. 
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AB Monoclonal antibodies (MAb) 3F11 and 06B4 recognize epitopes that 
are conserved on gonococcal lipooligo saccharides ( 
LOS), present on some meningococcal LOS, and 
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conserved on human erythrocytes- LOS of some group B and C 
prototype meningococcal LOS strains (LOS 

serotypes LI to L8) treated with neuraminidase showed increased 

expression of the 3F11 and 06B4 MAb-defined epitopes. 

Neuraminidase-treated LOS separated by sodium dodecyl 

sulf ate-polyacrylamide gel electrophoresis and silver stained showed 

a shift in migration from a component with a mass of approximately 

4.8 kDa to a component with a mass of between 4.5 and 4.6 kDa. The 

same strains grown in medium with excess CMP-N-acetylneuraminic acid 

had LOS that shifted in migration to a slightly higher 

component (mass, approximately 4.8 kDa). Chemical analysis of the 

neuraminidase-digested products from one LOS indicated it 

contained approximately 1.5% sialic acid. Covalent linkage 

between sialic acid and the LOS was confirmed by analysis 

of de-O-acylated and dephosphorylated LOS by liquid 

secondary ion mass spectrometry. These studies show that some 

meningococci contain sialic acid in their LOS, that the 

sialic acid is cleaved and lost in conventional acetic acid 

hydrolysis, and that the sialic acid alters the expression of 

MAb-defined epitopes. 
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AB Several outer membrane components of Neisseria gonorrhoeae, 

such as proteins II and pili, have been evaluated by other 
researchers as vaccine candidates with limited success. This work 
proposes to study the oligosaccharide (OS) portion of LOS 
conjugated to tetanus toxoid, pilin, and 

an oligopeptide derived from pilin as potential vaccines. 

Lipooligosaccharide (LOS) from Neisseria 
gonorrhoeae strain 8 was selectively hydrolyzed with 1% acetic acid 
to release oligosaccharide from lipid A. This OS was 
conjugated to one of three protein carriers, tetanus 
toxoid (TT) , pili, and a common 

oligopeptide from gonococcal pilin termed TC-2. The 
TT-OS conjugate was composed of approximately 4.5% 
OS and 45% TT, and had a M$\sb{\rm r}$ of $>$200,000 
daltons . The pilin-OS conjugate was composed of 
approximately 22% OS and 80% pili and had a M$\sb{\rm r}$ 
of approximately 22,000 daltons, while the TC-2-OS conjugate 

;as approximately 45% TC-2 and 55% OS with a M$\sb{\rm r}< 14,000 

ialtons . 
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Mice immunized with 25.0 ug, 10.0 ug or 1.0 ug of the TT-OS 
conjugate demonstrated anti-LOS antibodies to 

titers of 1:3200, 1:400, and 1:400 respectively. Conversely, the 
pilin-OS conjugate elicited LOS 

antibodies at doses of 1.0 ug and 2.5 ug with titers of 1:3200 and 
1:6400 respectively. The TC-2-0S conjugate demonstrated no 
ability to elicit anti-LOS antibodies above control 
levels . 

Immunization with 1.0 ug of the pilin-OS 
conjugate elicited serum IgM antibodies to LOS by 
day 5, IgM then fell to background by day 21, and did not 
significantly increase after a booster immunization. In contrast, 
IgG was detectable by day 5, and exhibited a two fold increase above 
controls following a booster immunization. 

The bactericidal activity of pili-OS and TT-OS 
antisera were examined against homologous strain 8. Antiserum to the 
TT-OS conjugate demonstrated a maximum killing of 61.58% 
at dilution of 1:100, while antiserum to the pili-OS 
conjugate showed 98.17% killing at 1:100. Against 3 
heterologous strains of the same serotype, antiserum to the TT-OS 
conjugate only killed strain 3027 (61.58%), while antiserum 
to the pili-OS conjugate killed strains 2431 
(74.94%), and 2586 (70.45%). One strain with a heterologous 
serotype, 2687, was also tested and only antiserum to the 
pili-OS conjugate demonstrated killing (52.57%) 
against this strain. 

These data demonstrate that anti-LOS antibodies are 
elicited by protein-oligosaccharide conjugates. These 
antibodies do exhibit bactericidal activity against N. gonorrhoeae. 
However, there may be differences in antigenic expression of the 
oligosaccharide on different carrier molecules. 
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Naturally acquired humoral immunity is thought to protect adults 
against serious infections due to H. influenzae type b (Hib) . 
Antibody to the polyribosylribitol phosphate (PRP) capsule is 
generally considered protective; antibody to 
lipooligosaccharide (LOS) or outer 
membrane protein (OMP) may also play a 

role. Serum from 23 of 50 healthy young adults had no bactericidal 
effect (BE) against Hib yet opsonized these organisms for .apprx.30% 
uptake by polymorphonuclear leukocytes. The degree of bactericidal 
and opsonizing activity in serum from the other 27 subjects 
generally correlated with the level of antibody to PRP but not to 
LOS or OMP. However, serum from some individuals 
had levels of antibody to PRP as high as 4.9 u-g/mL without BE, 
and 7 of 27 subjects with BE had antibody levels of <1 ng/mL. 
After vaccination with 20 yig of conjugated PRP, the 
level of antibody to PRP was >5 jxg/mL in all 50 subjects. BE 
appeared in 22 of those who originally lacked it, and opsonization 
increased to . apprx.50%. 
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Entered Medline: 19851029 
AB A serotyping system for nontypable Haemophilus influenzae (NTHI) was 
developed by using isolated outer membrane 
protein (OMP) preparations and rabbit antisera. 
OMPs of 23 strains were isolated by molecular sieve 
chromatography of outer membranes in 1.5% sodium deoxycholate 
buffer. These OMP preparations were relatively free of 
lipopolysaccharide as determined by silver staining of 
sodium dodecyl sulfate gels and by dot assay with a monoclonal 
antibody which is specific for the lipid A of H. influenzae. Three 
antisera raised to whole organisms were used to serotype 21 of 23 
strains with a kinetic enzyme-linked immunosorbent assay. 
Digestion of OMP preparations with proteinase K removed 
greater than 90% of the antigenic reactivity, indicating that the 
system is based on OMP antigens. Marked antigenic 
heterogeneity of OMPs exists among strains of NTHI. By 
determining the pattern of serological reactivity of OMPs 
with the three antisera, isolates were divided into groups based on 
antigenic differences. Six serotypes were identified. This 
OMP serotyping system is based on multiple antigenic 
determinants. Future studies will focus on identifying 
serotype-specif ic epitopes to further refine this serological 
classification scheme for NTHI. 
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The specificity of the enzyme- linked immunosorbent 
assay (s) [ ELISA] is thought to depend on the specificity of the 
antibody used in the assay system. Therefore, the association of 
broadly reactive antigens like endotoxin with enzyme 
conjugates or other ELISA reagents has the potential of 
altering the specificity of reactions in the ELISA. Using the 
Limulus amoebocyte lysate assay, it was demonstrated that 
commercially prepared conjugates of goat anti-human IgG 
peroxidase, goat anti-rabbit IgG alkaline phosphatase, rabbit 
anti-human IgG and other enzyme conjugates contained 
endotoxin. The staphylococcal protein A, horseradish 
peroxidase and bovine alkaline phosphatase used to prepare enzyme 
conjugates also contained endotoxin. Commercially 
obtained bovine alkaline phosphatase contained as much as 1.0 jxg 
of endotoxin/ml of enzyme solution. Commercially and 
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laboratory prepared enzyme conjugates contained 

endotoxin as determined by their absorption to immobilized 

monoclonal antibody to lipid A or to immobilized Limulus amoebocyte 

lysate. Thus, endotoxin was apparently associated with 

the enzyme component of the conjugate. In a competitive 

inhibition enzyme immunoassay, 10 \xq of lipid A/ml inhibited 

binding of the enzyme conjugate to adsorbed 

Limulus amoebocyte lysate, thereby confirming that endotoxin 

mediated the binding of the conjugate in that 

system. The potential significance of endotoxin 

bound to enzyme conjugates may be far reaching 

because of the ubiquity of endotoxin in conjugates 

and the prevalence of antibodies to endotoxin in mammalian 

serum. 
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AB Analysis of the surface constituents of a pyocin 611 131-resistant 
variant of strain number JW-31 of Neisseria gonorrhoeae revealed 
substantial differences in the lipopolysaccharide ( 
LPS) but not changes in the auxotype or outer- 
membrane proteins. Immunodiffusion and an enzyme- 
linked immunosorbent assay showed that the variant strain 
(number JW-31R) lost both the LPS serotype and the variable 
antigens while retaining at least a portion of the common 
determinant. The use of monoclonal antibody indicated that LPSs 
from strain number JW-31R and pyocin 611 131-resistant strains of 
other LPS serotypes lack a D-galactosaminyl-D- 
galactopyranosyl-D-glucose moiety. The LPS-derived 
polysaccharide from strain number JW-31 binds to wheat-germ 
lectin in precipitin and inhibition systems, whereas the JW-31R 
polysaccharide exhibits a markedly reduced affinity. In the 
presence of normal human serum, 99% of strain number JW-31R was killed 
within 20 min and strain number JW-31 was not. 
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ABSTRACT EP 1380645 A2 

A method of producing a hemoglobin-like protein wherein an alpha 
globin-like polypeptide and a beta globin-like polypeptide are each 
expressed in transformed non-erythrocyte cells such as bacterial or yeast 
cells, the method comprising expressing the alpha and beta globin-like 
polypeptide in the same cell in such manner that the alpha and beta 
globin-like polypeptides are assembled and combined with heme so as to 
intracellularly produce a biologically functional hemoglobin-like protein 
in soluble, recoverable form. 

ABSTRACT WORD COUNT: 75 

NOTE: 

Figure number on first page: 1 

LANGUAGE (Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 

CLAIMS A (English) 200403 1640 

SPEC A (English) 200403 34409 

Total word count - document A 36049 

Total word count - document B 0 

Total word count - documents A + B 36049 
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PATENT ASSIGNEE : 

Ludwig, Linda Besante, (4280780), 861 Main Street, East Aurora, NY 14052, 
(US), (Applicant designated States: all) 
INVENTOR: 

Ludwig, Linda Besante, 861 Main Street, East Aurora, NY 14052, (US) 
LEGAL REPRESENTATIVE: 

Taylor, Kathryn May et al (127471), Mathys & Squire, 100 Gray's Inn Road, 
London WC1X 8AL, (GB) 
PATENT (CC, No, Kind, Date) : EP 1359221 A2 031105 (Basic) 
APPLICATION (CC, No, Date) : EP 2003252743 030430; 
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EXTENDED DESIGNATED STATES: AL; LT; LV; MK 

INTERNATIONAL PATENT CLASS: C12N-015/49; C07K-014/155 ; A61K-039/21; 
G01N-033/569 

ABSTRACT EP 1359221 A2 

Disclosed is a novel HIV gene comprising a set of open reading frames 
encoded with the template as the plus strand of the proviral DNA, and 
located in the region of HIV-1 long terminal repeat. The genes encode a 
set of antisense proteins, (HAPs) as well as smaller proteins, related 
to, and containing structural motif resembling that of chemokine 
proteins. Depending upon the ribosomal frameshift, a plurality of 
proteins may be translated from the antisense RNA. The smaller proteins 
have similarity with chemokine SDF-1 and may play a role as a cofactor 
with gpl20 in the binding to and entry of HIV to a target cell. 

ABSTRACT WORD COUNT: 107 

NOTE: 

Figure number on first page: 1 

LANGUAGE ( Publication, Procedural , Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 
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Total word count - document A 182 94 

Total word count - document B 0 
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CANCER TREATMENT METHODS USING THERAPEUTIC CONJUGATES THAT BIND TO 
AMINOPHOSPHOLIPIDS 

KREBSBEHANDLUNG MIT AMINOPHOSPHOLIPIDE BINDENDEN, THERAPEUTISCHEN 
KONJUGATEN 

PROCEDES DE TRAITEMENT DU CANCER METTANT EN APPLICATION DES CONJUGUES 

THERAPEUTIQUES SE FIXANT A DES AMINOPHOSPHOLIPIDES 
PATENT ASSIGNEE: 

BOARD OF REGENTS THE UNIVERSITY OF TEXAS SYSTEM, (266340), 201 West 7th 
Street, Austin, Texas 78701, (US), (Proprietor designated states: all) 
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BREKKEN, Rolf, A, 14304, 25th Avenue, Seattle, NE Washington 98125, (US) 
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Gowshall, Jonathan Vallance (61531), FORRESTER & BOEHMERT 
Pettenkoferstrasse 20-22, 80336 Munchen, (DE) 
PATENT (CC, No, Kind, Date) : EP 1098665 Al 010516 (Basic) 

EP 1098665 Bl 030108 
EP 1098665 B9 030813 
WO 2000002587 000120 
APPLICATION (CC, No, Date) : EP 99935491 990712; WO 99US15668 990712 
PRIORITY (CC, No, Date): US 92589 P 980713; US 110600 P 981202 
DESIGNATED STATES: AT; BE; CH; CY; DE; DK; ES ; FI ; FR; GB; GR; IE; IT; LI; 
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INTERNATIONAL PATENT CLASS: A61K-047/48; A61K-049/04; A61K-049/00; 

A61K-051/10 
NOTE: 

No A-document published by EPO 
LANGUAGE ( Publication, Procedural , Application) : English; English; English 
FULLTEXT AVAILABILITY: 
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Antigenic conjugates of conserved lipopolysaccharides of 

gram negative bacteria 
An tigenk on jugate von konservierten Lipopolysacchariden aus 

gram-negativen Bakterien 
Conjugues antigeniques de lipopolysaccharides de bacteries 

gram-negatives 
PATENT ASSIGNEE: 

American Cyanamid Company, (212598), Five Giralda Farms, Madison, New 
Jersey 07940-0874, (US), (Applicant designated States: all) 
INVENTOR: 

Arumugham, Rasappa G., 15 Elatia Circle Pittsford, New York 14534, (US) 
Fortuna-Nevin, Maria, 696 Summit Drive, Webster, New York 14580, (US) 
Apicella, Michael A., 2626 Johnson Crossing, Solon, Iowa 52333, (US) 
Gibson, Bradford W. , 1324 Peralta Avenue, Berkeley, California 94702, 
(US) 

LEGAL REPRESENTATIVE: 
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DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FI ; FR; GB; GR; IE; IT; LI; LU; 
NL; PT; SE 

EXTENDED DESIGNATED STATES: AL; LT; LV; MK; RO; SI 

INTERNATIONAL PATENT CLASS: A61K-039/385 ; A61K-039/02; A61K-39:095 

ABSTRACT EP 941738 Al 

Antigenic conjugates are provided which comprise a carrier 
protein covalently bonded to the conserved portion of a 
lipopolysaccharide of a gram negative bacteria, wherein said 
conserved portion of the lipopolysaccharide comprises the inner 
core and lipid A portions of said lipopolysaccharide/ said 
conjugate eliciting a cross reactive immune response against 
heterologous strains of said gram negative bacteria. 

ABSTRACT WORD COUNT: 58 

NOTE: 

Figure number on first page: NONE 

LANGUAGE ( Publication, Procedural , Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 
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Total word count - document A 6960 

Total word count - document B 0 

Total word count - documents A + B 6960 
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Thermal preactivation of gaseous precursor filled compositions 

Thermische Voraktivierung von Zusammensetzungen mit einer Fullung bestehend 

aus gasf ormigen Vorlaufer 
Preactivation thermique de compositions remplies d f un precurseur geaseux 
PATENT ASSIGNEE: 

IMARX PHARMACEUTICAL CORP., (2069730), 1635 East 18th Street, Tucson, AZ 
85749, (US), (applicant designated states: 
AT;BE;CH;CY;DE;DK;ES;FI;FR;GB;GR;IE;IT;LI;LU;MC;NL;PT;SE) 
INVENTOR: 

Unger, Evan C, 13365 East Camino, La Cebadilla, Tucson, Arizona 85749, 
(US) 

LEGAL REPRESENTATIVE: 

James, Anthony Christopher W.P. et al (78471), Carpmaels & Ransford 43 
Bloomsbury Square, London WC1A 2RA, (GB) 
PATENT (CC, No, Kind, Date) : EP 901793 Al 990317 (Basic) 
APPLICATION (CC, No, Date): EP 98307421 980914; 
PRIORITY (CC, No, Date) : US 929847 970915 
DESIGNATED STATES: DE; ES; FR; GB; IT 

INTERNATIONAL PATENT CLASS: A61K-049/00; A61K-041/00; 

ABSTRACT EP 901793 Al 

The present invention describes, among other things, the surprising 
discovery that gaseous precursor filled compositions are profoundly more 
effective as acoustically active contrast agents when they are thermally 
preactivated to temperatures at or above the boiling point of the 
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instilled gaseous precursor prior to their in vivo administration to a 
patient. Further optimization of contrast enhancement is achieved by 
administering the gaseous precursor filled compositions to a patient as 
an infusion. Enhanced effectiveness is also achieved for ultrasound 
mediated targeting and drug delivery. 
ABSTRACT WORD COUNT: 84 

LANGUAGE (Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 

CLAIMS A (English) 9911 1390 

SPEC A (English) 9911 51117 
Total word count - document A 52507 
Total word count - document B 0 
Total word count - documents A + B 52507 
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HAPTEN- CARRIER CONJUGATES FOR USE IN DRUG-ABUSE THERAPY 

HAPTEN-TRAGER-KONJUGATE ZUR ANWENDUNG IN DER DROGEN-MISSBRAUCHS-THERAPIE 
CONJUGUES VECTEURS DE HAPTENE UTILISES DANS UNE THERAPIE CONTRE L 1 USAGE DE 

DROGUES 
PATENT ASSIGNEE: 
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APPLICATION (CC, No, Date): EP 96910595 960327; WO 96US4189 960327 
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Production in bacteria and yeast of hemoglobin and analogues thereof in 

non-erythrocyte cells 
Herstellung von Hamoglobin und Analogen davon in Nicht-Erythrozytzellen 
Production d 1 hemoglobine et de ses analogues par des cellules 

non-erythrocytes 
PATENT ASSIGNEE: 

Baxter Biotech Technology S.a.r.l., (2587073), Route de Pierre-a-Bot 11, 
2000 Neuchatel, (CH) , (Proprietor designated states: all) 
INVENTOR: 

Hoffmann, Stephen J., 2090 Albion, Denver, Colorado 80207, (US) 
Looker, Douglas L., 5567 S. Ouray Street, Aurora, Colorado 80015, (US) 
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APPLICATION (CC, No, Date) : EP 95110064 900510; 
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ABSTRACT EP 700997 Al 

A method of producing a hemoglobin-like protein wherein an alpha 
globin-like polypeptide and a beta globin-like polypeptide are each 
expressed in transformed non-erythrocyte cells such as bacterial or 
yeast cells, the method comprising expressing the alpha and beta 
globin-like polypeptide in the same cell in such manner that the alpha 
and beta globin-like polypeptides are assembled and combined with heme 
so as to intracellularly produce a biologically functional 
hemoglobin-like protein in soluble, recoverable form. (see image in 
original document) 
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ABSTRACT WORD COUNT: 95 
NOTE: 

Figure number on first page: 9 
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Production of bacteria and yeast of hemoglobin and analogues thereof 
Herstellung von Hamoglobin und Analogen davon durch Bakterien oder Hefen 
Production d ' hemoglobine et de ses analogues par des bacteries ou de 

levures 
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Hoffman, Stephen J., 2090 Albion, Denver, CO 80207, (US) 
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ABSTRACT EP 4 02300 A2 

Alpha subunits of hemoglobin are provided as a novel recombinant 



Searcher 



Shears 



571-272-2528 



10/643314 



di-alpha globin polypeptide comprising the two alpha subunits connected 
directly via peptide bond or indirectly by a flexible amino-acid or 
peptide linker. Di-alpha globin may be combined in vivo or in vitro 
with beta globin and heme to form hemoglobin. Tetrameric human hemoglobin 
and di-alpha/beta (sub 2) hemoglobin are produced in S. cerevisiae by 
three types of expression vectors: 

1) two separate plasmids containing respectively alpha and beta 
globin genes expressed in diploid strains. 

2) a single plasmid comprising alpha and beta globin genes expressed 
in either haploid or diploid strains . 

3) a single plasmid containing di-alpha and beta globin genes 
expressed in haploid strains. 

Tetrameric form or separate subunits can be recovered from the soluble 
fraction. So, 3 types of hemoglobin-like molecules can be produced: 
di-alpha/two beta, di-beta/two alpha or di-alpha/di-beta, with a long 
half life. 
ABSTRACT WORD COUNT: 152 

LANGUAGE ( Publication, Procedural , Application ) : English; English; English 
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INTERNATIONAL PATENT CLASS: A61K-039/385 ; C07K-017/00; C12N-001/20; 

C12N-015/00 
NOTE: 

No A-document published by EPO 
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06594216 References: 52 

TITLE: COMPARATIVE IMMUNOGENICITY OF CONJUGATES COMPOSED OF 

ESCHERICHIA COLI Olll O-SPECIFIC POLYSACCHARIDE, PREPARED BY TREATMENT 
WITH ACETIC ACID OR HYDRAZINE, BOUND TO TETANUS TOXOID BY 
TWO SYNTHETIC SCHEMES 

AUTHOR(S): GUPTA RK; EG AN W; BRYLA DA; ROBBINS JB; SZU SC (Reprint) 

CORPORATE SOURCE: NICHHD/BETHESDA//MD/2 08 92 (Reprint); 
NICHHD/BETHESDA/ /MD/20892 ; US FDA, CTR BIOL EVALUAT & 
RES/BETHESDA/ /MD/20892 

PUBLICATION: INFECTION AND IMMUNITY, 1995, V63, N8 (AUG), P2805-2810 

GENUINE ARTICLE#: RK640 

ISSN: 0019-9567 

LANGUAGE: ENGLISH DOCUMENT TYPE: ARTICLE 



ABSTRACT: Escherichia coli Olll, of various H types and virulence factors, 
causes enteritis throughout the world, especially in young children. This 0 
type is found rarely in healthy individuals. Serum antibodies to the 
O-specific polysaccharide of Olll lipopolysaccharide (LPS) protect mice and 
dogs against infection with, this E. coli serotype. The Olll O-specific 
polysaccharide is composed of a pentasaccharide repeat unit with two 
colitoses bound to the C-3 and C-6 of glucose in a trisaccharide backbone; 
this structure is identical to that of Salmonella adelaide (035), another 
enteric pathogen. Nonpyrogenic Olll O-specific polysaccharide was prepared 
by treatment of its LPS with acetic acid (O-SP) or the organic base 
hydrazine (DeA-LPS) . The O-SP had a reduced concentration of colitose. 
These products were derivatized with adipic acid dihydrazide (ADH) or 
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thiolated with N-succinimidyl-3 ( 2-pyridyldithio) propionate (SPDP) . The 
four derivatives were covalently bound to tetanus toroid (TT) by 
carbodiimide-mediated condensation or with SPDP to form conjugates. 
Immunization of BALB/c and general-purpose mice by a clinically acceptable 
route showed that DeA-LPST-TTADH, of the four conjugates, elicited the 
highest level of LPS antibodies. Possible reasons to explain this 
differential immunogenicity between the four conjugates are discussed. 
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DIALOG (R) File 440: Current Contents Search (R) 
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TITLE: SYNTHESIS AND CHARACTERIZATION OF A POLYVALENT ESCHERICHIA COLI 

O- POLYSACCHARIDE TOXIN A CONJUGATE VACCINE 
AUTHOR(S): CRYZ SJ; QUE JO; CROSS AS; FURER E 

CORPORATE SOURCE: SWISS SERUM & VACCINE INST, POB 2707/CH-3001 

BERN/ /SWITZERLAND/ (Reprint); WALTER REED ARMY MED CTR, WALTER REED ARMY 
INST RES/WASHINGTON/ /DC/203 07 

PUBLICATION: VACCINE, 1995, V13, N5 (APR), P449-453 

GENUINE ART I CLE # : QR844 

ISSN: 0264-410X 

LANGUAGE: ENGLISH DOCUMENT TYPE: ARTICLE 

ABSTRACT: A 12-valent Escherichia coli O-polysaccharide (O-PS) -toxin A 
conjugate vaccine was formulated Nonpyrogenic, low-molecular-weight O-PS, 
was derived from lipopolysaccharides (LPS) of the following serotypes: 01, 
02, 04, 06, 07, 08, 012 015, 016, 018, 025, and 075. Individual O-PS were 
covalently coupled to Pseudomonas aeruginosa toxin A using adipic acid 
dihydrazide as a spacer molecule and carbodiimide as a coupling agent. On a 
weight basis, the final multivalent vaccine was composed of 43% O-PS and 
57% toxin A. The vaccine was nontoxic and nonpyrogenic in standard animal 
tests. Immunization of rabbits engendered a marked rise (6-74-fold) in 
anti-LPS immunoglobulin G (IgG) antibody titers. When passively transferred 
to mice, immune turze rabbit IgG conferred statistically significant 
(p<0.05) protection against a challenge with 9 of the 12 vaccine serotypes. 
For two serotypes, although the mortality rate declined by greater than or 
equal to 50% in the passively immunized versus the control group, the 
difference did not reach statistical significance. The degree of protection 
provided by passively transferred IgG was influenced by both the anti-LPS 
antibody levels in the IgG preparation and the virulence of the challenge 
strain. Active immunization of mice with either conjugate vaccine or killed 
E. coli, whole cells did not confer protection. This was most probably due 
to the fact that these antigens induced a meagre anti-LPS IgG antibody 
response . 
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Antibody fragment-polymer conjugates and humanized anti-IL-8 

monoclonal antibodies 
Antikorperf ragment-Polymarkonjugate und humanisierte monoklonale Antikorper 
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gegen IL-8 

Conjugues de fragments d 1 anticorps et des polymeres et des anticorps 

monoclonaux humanises contre l'IL-8 
PATENT ASSIGNEE: 

Genentech, Inc., (4538310), Legal Department, 1 DNA Way, South San 
Francisco, CA 94080-4990, (US), (Applicant designated States: all) 
INVENTOR: 

Hsei, Vanessa, 5047 Capistrano Avenue, San Jose, CA 95129, (US) 
Koumenis, Iphigenia, Apartment 6, 3820 Park Boulevard, Palo Alto, CA 
94306, (US) 

Leong, Steven R., 1914 Eldorado Avenue, Berkeley, CA 94707, (US) 
Presta, Leonard R. , 1900 Gough Street, No. 206, San Franisco, CA 94109, 
(US) 

Shahrokh, Zahra, 24 Sotelo Avenue, San Franisco, CA 94116, (US) 
Zapata, Gerardo A., 785 Widgeon Street, Foster City, CA 94404, (US) 

LEGAL REPRESENTATIVE: 

Kiddle, Simon John et al (79861), Mewburn Ellis, York House, 23 Kingsway, 
London WC2B 6HP, (GB) 

PATENT (CC, No, Kind, Date) : EP 1415998 A2 040506 (Basic) 

APPLICATION (CC, No, Date) : EP 2003019832 980220; 

PRIORITY (CC, No, Date) : US 804444 970221; US 12116 980122 

DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FI; FR; GB; GR; IE; IT; LI; LU; 

MC; NL; PT; SE 
EXTENDED DESIGNATED STATES: AL; LT; LV; MK; RO; SI 
RELATED PARENT NUMBER) S) - PN (AN): 

EP 968291 (EP 98911392) 
INTERNATIONAL PATENT CLASS: C07K-016/24; A61K-047/48; C12N-015/13; 

C12N-015/63; C12N-005/10; A61K-039/395 ; A61P-037/00 

ABSTRACT EP 1415998 A2 

Humanized anti-IL-8 monoclonal antibodies and variants thereof are 
described for use in diagnostic applications and in the treatment of 
inflammatory disorders. Also described is a conjugate formed by an 
antibody fragment covalently attached to a non-proteinaceous polymer, 
wherein the apparent size of the conjugate is at least about 500 kD. The 
conjugate exhibits substantially improved half-life, mean residence time, 
and/or clearance rate in circulation as compared to the underivatized 
parental antibody fragment. 

ABSTRACT WORD COUNT: 73 

NOTE: 

Figure number on first page: NONE 

LANGUAGE ( Publication, Procedural , Application ) : English; English; English 
FULLTEXT AVAILABILITY: 

Available. Text Language Update Word Count 

CLAIMS A (English) 200419 1138 

SPEC A (English) 200419 69371 

Total word count - document A 70509 

Total word count - document B 0 

Total word count - documents A + B 7 0509 
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01634685 

Conjugates for treating inflammatory disorders and associated tissue 
damage 

Konjugate zur Behandlung von Entzundungskrankheiten und von assozierter 
Gewebeschadigung 

Conjugues pour le traitement des maladies inf lammatoires et des lesions 

tissulaires associees 
PATENT ASSIGNEE : 

Osprey Pharmaceuticals Limited, (2943070), 3400 Petro-Canada Centre, 
150-6th Avenue SW, Calgary, Alberta T2P 3Y7, (CA) , (Applicant 
designated States: all) 
INVENTOR: 

McDonald, John R. , 303 Victoria Drive, Baie D Urfe, Quebec H9X2J3, (CA) 
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(CA) 
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EP 1098664 (EP 99932572) 
INTERNATIONAL PATENT CLASS: A61K-047/48; A61K-048/00; C12N-015/19; 

C12N-015/62; C12N-015/29; C12N-015/31; C07K-014/52; C07K-019/00; 

C07K-014/415 

ABSTRACT EP 1346731 Al 

The present invention provides a conjugate, comprising a targeted agent 
comprising a cytotoxic agent or a nucleic acid encoding a cytotoxic agent 
and a chemokine receptor targeting agent selected from a chemokine or a 
portion thereof, wherein the conjugate binds to a chemokine receptor 
resulting in internalization of the linked targeted agent in cells 
bearing the receptor, wherein the chemokine receptor targeting agent 
specifically binds to chemokine receptors on immune effector cells. 

ABSTRACT WORD COUNT: 73 

NOTE: 

Figure number on first page: NONE 

LANGUAGE ( Publication, Procedural , Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 

CLAIMS A (English) 200339 1280 

SPEC A (English) 200339 44723 

Total word count - document A 46003 

Total word count - document B 0 

Total word count - documents A + B 46003 
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Pretargeting methods and novel pretargeting conjugates 
Pretargeting Verfahren und neue Konjugate zum Pretargeting 
Procedes de preciblage et nouveaux conjugues pour le preciblage 
PATENT ASSIGNEE: 

NEORX CORPORATION, (727931), 410 West Harrison Street, Seattle Washington 
98119, (US), (Applicant designated States: all) 
INVENTOR: 

Theodor, Louis J., 622 152nd Place, S.W., Lynnwood, WA 98037, (US) 
Meyer, Damon L., 13409 SE 59th Street, Bellevue, WA 98006, (US) 
Mallet, Robert W., 14216 61st Avenue SE, Everett, WA 98208, (US) 
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LEGAL REPRESENTATIVE: 

Jones, Helen Marjorie Meredith (57931), Gill Jennings & Every, Broadgate 
House, 7 Eldon Street, London EC2M 7LH, (GB) 

PATENT (CC, No, Kind, Date) : EP 1346730 Al 030924 (Basic) 

APPLICATION (CC, No, Date): EP 2003008765 941207; 

PRIORITY (CC, No, Date): US 163188 931207 

DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FR; GB; GR; IE; IT; LI; LU; MC; 

NL; PT; SE 
RELATED PARENT NUMBER (S) - PN (AN): 

EP 733066 (EP 95905334) 
INTERNATIONAL PATENT CLASS: A61K-047/48; A61P-007/02 

ABSTRACT EP 1346730 Al 

In one aspect the invention includes an "antibody cocktail' 1 approach to 
multi-step targeting of an active agent to a target site. This comprises 
administering multiple targeting moiety conjugates, wherein the targeting 
moieties are antibodies with nonoverlapping patterns of cross-reactivity 
for epitopes at the target site and wherein each targeting conjugate has 
a ligand or anti-ligand that is complementary to a corresponding 
anti-ligand or ligand on the active agent conjugate. In a further aspect 
the invention includes a multi-step method for targeting specifically a 
thrombolytic agent to the site of a thrombus, wherein the targeting 
moiety may be an annexin. In another aspect annexin may be the targeting 
moiety in a multi-step method for delivery of an active agent to a site 
having exposed anionic membrane lipids. In a final aspect, the invention 
includes specifically the compound 

biotinamido-N-methylglycyl-seryl-O-succinamido-benzyl DOTA, a chelating 
structure which may be used to deliver radiometals to a target site. 

ABSTRACT WORD COUNT: 153 

NOTE: 

Figure number on first page: NONE 

LANGUAGE ( Publication, Procedural , Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 

CLAIMS A (English) 200339 650 

SPEC A (English) 200339 49185 

Total word count - document A 49835 

Total word count - document B 0 

Total word count - documents A + B 4 9835 
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Immune responses against HPV antigens elicited by compositions 
comprising an HPV antigen and a stress protein or an expression 
vector capable of expression of these proteins 
Immunresponse gegen HPV Antigene erregt von Zusammensetzungen die ein 
HPV Antigen und ein Stressprotein enthalten oder einen 
Expressionsvektor fahig zur Expression dieser Proteine 
Reponses immunologiques contre des antigenes de HPV eveillees par des 
compositions contenant un antigene de HPV et une proteine de 
stress ou un vecteur d' expression capable d'exprimer cettes proteines 
PATENT ASSIGNEE: 

Stressgen Biotechnologies Corporation, (2563520), No. 120-4243 Glanford 
Avenue, Victoria, British Columbia V8Z 4B9, (CA) , (Applicant designated 
States: all) 
INVENTOR: 

Chu, Randall, 2225 Windsor Road, Victoria, British Columbia V8S 3C8, (CA) 
LEGAL REPRESENTATIVE: 

VOSSIUS & PARTNER (100314), Sieberts trasse 4, 81675 Munchen, (DE) 
PATENT (CC, No, Kind, Date) : EP 1336621 A2 030820 (Basic) 

EP 1336621 A3 040317 
APPLICATION (CC, No, Date) : EP 2003001726 980320; 
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MC; NL; PT; SE 
RELATED PARENT NUMBER (S) - PN (AN) : 

EP 1002110 (EP 98910557) 
INTERNATIONAL PATENT CLASS: C07K-019/00; C12N-015/62; C12N-015/861; 

C12N-015/867; A61K-039/12; A61K-048/00; A61P-031/20; C07K-014/025 

ABSTRACT EP 1336621 A2 

The present invention relates to compositions for inducing an immune 
response, preferably a cellular, in particular a cell-mediated, cytolytic 
immune response, to human papillomavirus (HPV) protein antigens displayed 
by HPV or exhibited by infected cells including cells from cervical and 
other tumors. In one embodiment, compositions comprise an HPV protein 
antigen joined to a stress protein (or heat shock protein (Hsp) ) . The HPV 
protein antigen may be joined to the stress protein by chemical 
conjugation or noncovalently using linking moieties, or the HPV protein 
antigen and the stress protein may be joined in a fusion protein 
containing both HPV protein antigen and stress protein sequences. In 
another embodiment, compositions comprise an expression vector including, 
in expressible form, sequences encoding the HPV protein antigen and 
sequences encoding the stress protein. The expression vector can be 
introduced into cells of a subject, or it can be used to transduce cells 
of the subject ex vivo, resulting in the expression of an HPV protein 
antigen-stress protein fusion protein that will stimulate the subject's 
immune response to the HPV protein antigen. The present invention also 
relates to compositions comprising a stress protein linked to an HPV 
antigen and another pharmacologically acceptable component, to stress 
protein-HPV protein antigen fusions and conjugates and to expression 
vectors encoding and capable of directing the expression in a subject's 
cells of a fusion protein comprising a stress protein and an HPV protein 
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antigen sequence. The present invention also relates to uses of these 
compositions to induce immune responses against HPV and HPV protein 
antigen-exhibiting cells including HPV-associated tumors. 

ABSTRACT WORD COUNT: 2 60 
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Figure number on first page: 1 

LANGUAGE ( Publication, Procedural , Application) : English; English; English 
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Human antibodies that bind human TNFalpha 

Humane antikorper welche an humanen tnfalpha binden 

Anticorps humains se fixant au facteur necrosant des tumeurs de type alpha 
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ABSTRACT EP 128593 0 A2 

Human antibodies, preferably recombinant human antibodies, that 
specifically bind to human tumor necrosis factor (alpha) (hTNF (alpha ) ) 
are disclosed. These antibodies have high affinity for hTNF(alpha) (e.g., 
Kd) ) = 10-8) M or less), a slow off rate for hTNF(alpha) dissociation 
(e.g., Kof f ) ) = 10-3) sec-1) or less) and neutralize hTNF(alpha) activity 
in vitro and in vivo. An antibody of the invention can be a full-length 
antibody or an antigen-binding portion thereof. The antibodies, or 
antibody portions, of the invention are useful for detecting hTNF(alpha) 
and for inhibiting hTNF (alpha) activity, e.g., in a human subject 
suffering from a disorder in which hTNF (alpha) activity is detrimental. 
Nucleic acids, vectors and host cells for expressing the recombinant 
human antibodies of the invention, and methods of synthesizing the 
recombinant human antibodies, are also encompassed by the invention. 

ABSTRACT WORD COUNT: 133 
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Figure number on first page: NONE 

LANGUAGE ( Publication, Procedural , Application) : English; English; English 
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Human A33 antigen-like protein and nucleic acids encoding it 
Menschliches A33-Antigen -ahnliches Protein und dafur kodierende 
Nukleinsaure 

Proteine semblable a l'antigene A33 humaine et acides nucleiques le 

codant 
PATENT ASSIGNEE: 

Genentech, Inc., (210486), 1 DNA Way, South San Francisco, CA 94080-4990, 
(US), (Applicant designated States: all) 
INVENTOR: 
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LU; MC; NL; PT; SE 
EXTENDED DESIGNATED STATES: AL; LT; LV; MK; RO; SI 
RELATED PARENT NUMBER (S) - PN (AN): 
(EP 99912321) 

INTERNATIONAL PATENT CLASS: C07K-014/47; C07K-016/18; C12N-015/12; 
C12N-015/62 

ABSTRACT EP 1241180 A2 

The present invention is directed to novel polypeptides and to nucleic 
acid molecules encoding those polypeptides. Also provided herein are 
vectors and host cells comprising those nucleic acid sequences, chimeric 
polypeptide molecules comprising the polypeptides of the present 
invention fused to heterologous polypeptide sequences, antibodies which 
bind to the polypeptides of the present invention and to methods for 
producing the polypeptides of the present invention. 

ABSTRACT WORD COUNT: 66 

NOTE: 

Figure number on first page: NONE 
LANGUAGE ( Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 
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Non-A, non-B hepatitis virus antigen, diagnostic methods and vaccines 
Nicht-A, nicht-B Hepatitis Virus Antigen, diagnostische Verfahren und 
Impf stof f e 

Antigene du virus de l 1 hepatite non-A, non B, procede diagnostique et 

vaccins 
PATENT ASSIGNEE: 

Helting, Torsten B., (3943100), P.O.Box 880963, San Francisco California 

94188, (US), (Applicant designated States: all) 
New York Blood Center, Inc., (228440), 310 East 67 Street, New York, New 



INVENTOR: 
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RELATED PARENT NUMBER (S) - PN (AN): 

EP 544838 (EP 91920080) 
INTERNATIONAL PATENT CLASS: G01N-033/57 6 ; A61K-039/29 

ABSTRACT EP 1227323 Al 

The present invention relates to a DNA segment encoding a recombinant 
non-A, non-B hepatitis structural protein or fusion protein and a 
recombinant DNA (rDNA) molecule capable of expressing either protein. 
Cells transformed with the rDNA, methods for producing the proteins in 
addition to compositions containing the proteins, and their use in 
diagnostic methods and systems, and in vaccines are also described. 

ABSTRACT WORD COUNT: 62 

NOTE: 

Figure number on first page: NONE 
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FULLTEXT AVAILABILITY: 
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Cellular and serum protein anchors and conjugates 
Zell- und Serum-Proteinanker und Konjugate 
Proteine serique et cellulaire d'ancrage et conjugues 
PATENT ASSIGNEE: 
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INVENTOR: 
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INTERNATIONAL PATENT CLASS: A61K-047/48 

ABSTRACT EP 1216714 Al 

Novel bifunctional reagents useful in providing extended in vivo 
lifetimes of physiologically active agents are provided. The reagents 
comprise conjugates of a first binding member specific for a target in a 
mammalian host, such as a toxin, drug of abuse, microbe, autoreactive 
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immune cell, infected or tumourous cell, antigen presenting cell, or the 
like, joined to a second binding member specific for a long-lived blood 
component, including cells, such as an erythrocyte, platelet or 
endothelial cell, and plasma proteins. These conjugates find use by 
extending the lifetime and availability of the target binding member for 
coupling the target and the blood component and thereby reducing the 
concentration free target, modulating the volume of distribution of the 
target, targeting the target to sites of enhanced immune response, 
facilitating target clearance from the bloodstream, or extending the 
stimulation of an immunogen. 
ABSTRACT WORD COUNT: 14 0 

LANGUAGE ( Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 
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Heparin-binding growth factors for gene therapy and anterior eye 
disorders 

Heparin-bindende Wachstumf aktoren zur Gentherapie und Behandlung von 

Augenerkrankungen im vorderen Bereich 
Facteurs de croissance de fibroplastes pour la therapie genetique et le 

traitement de troubles du segment anterieur de 1 ' oeil 
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Baird, J. Andrew, 45 Linton Street, London N17 AN, (GB) 

Nova, Michael P., 11025 North Torrey Pines Roaduit, Suite 200, La Jolla, 
CA 92037, (US) 
LEGAL REPRESENTATIVE: 

Gowshall, Jonathan Vallance et al (61531), FORRESTER & BOEHMERT 
Pettenkoferstrasse 20-22, 80336 Munchen, (DE) 
PATENT (CC, No, Kind, Date) : EP 1188448 A2 020320 (Basic) 

EP 1188448 A3 020417 
APPLICATION (CC, No, Date): EP 2001125266 950315; 
PRIORITY (CC, No, Date): US 213446 940315; US 213447 940315 

DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FR; GB; GR; IE; IT; LI; LU; MC; 

NL; PT; SE 
RELATED PARENT NUMBER (S) - PN (AN) : 

EP 776218 (EP 95916103) 
INTERNATIONAL PATENT CLASS: A61K-047/48; A61K-048/00; A61K-041/00; 

C12N-015/62 
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ABSTRACT EP 1188448 A3 

Preparations of conjugates of a heparin-binding growth factor and a 
targeted agent and compositions containing such preparations are 
provided. The conjugates contain a polypeptide that is reactive with an 
FGF receptor, such as bFGF, or another heparin-binding growth factor 
coupled to a targeted agent through a linker. The linker is selected to 
increase the specificity, toxicity, solubility, serum stability, and/or 
intracellular availability of the targeted moiety. Several linkers may be 
included in order to take advantage of desired properties of each linker. 
Pharmaceutical compositions containing these conjugates of FGF and a 
targeted agent and methods for prevention of recurrence of pterygii, 
closure of trabeculectomy and corneal hazing following excimer laser 
surgery are provided. The methods entail contacting the area of the eye 
that has been surgically treated with the composition during or 
immediately after surgery. Compositions of conjugates of a 
heparin-binding growth factor and a nucleic acid binding domain are 
provided. The conjugates bind nucleic acid molecules through the nucleic 
acid binding domain. These conjugates may be used to deliver nucleic acid 
encoding a cytotoxic protein or an antisense nucleic acid and the like to 
cells expressing receptors for the heparin-binding growth factor. 

ABSTRACT WORD COUNT: 194 

LANGUAGE ( Publication, Procedural , Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 

CLAIMS A (English) 200212 1732 

SPEC A (English) 200212 44443 
Total word count - document A 4 6175 

Total word count - document B 0 
Total word count - documents A + B 4 6175 
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Cellular and serum protein anchors and conjugates 
Zell- und Serum- proteinanker und Kon jugate 
Proteine serique et cellulaire d'ancrage et conjugues 
PATENT ASSIGNEE: 

ConjuChem, Inc., (1943475), 1801 de Maisonneuve Blvd, Suite 810, 
Montreal, Quebec, (CA) , (Applicant designated States: all) 
INVENTOR: 

Pouletty, Philippe, 3 O'Dell Place, Atherton, CA 94027, (US) 
Pouletty, Christine, 3 O'Dell Place, Atherton, CA 94027, (US) 
LEGAL REPRESENTATIVE: 

Walton, Sean Malcolm et al (77071), MEWBURN ELLIS, York House, 23 
Kingsway, London WC2B 6HP, (GB) 
PATENT (CC, No, Kind, Date) : EP 1132097 A2 010912 (Basic) 

EP 1132097 A8 011128 
EP 1132097 A3 020206 
APPLICATION (CC, No, Date) : EP 2001107561 940916; 
PRIORITY (CC, No, Date) : US 137821 931015; US 237346 940503 

DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FR; GB; GR; IE; IT; LI; LU; MC; 
NL; PT; SE 
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RELATED PARENT NUMBER (S) - PN (AN) : 

EP 793506 (EP 94930447) 
INTERNATIONAL PATENT CLASS: A61K-047/48 

ABSTRACT EP 1132097 A2 

Novel bifunctional reagents useful in providing extended in vivo 
lifetimes of physiologically active agents are provided. The reagents 
comprise conjugates of a first binding member specific for a target in a 
mammalian host, such as a toxin, drug of abuse, microbe, autoreactive 
immune cell, infected or tumourous cell, antigen presenting cell, or the 
like, joined to a second binding member specific for a longlived blood 
component, including cells, such as an erythrocyte, platelet or 
endothelial cell, and plasma proteins. These conjugates find use by 
extending the lifetime and availability of the target binding member for 
coupling the target and the blood component and thereby reducing the 
concentration free target, modulating the volume of distribution of the 
target, targeting the target to sites of enhanced immune response, 
facilitating target clearance from the bloodstream, or extending the 
stimulation of an immunogen. 

ABSTRACT WORD COUNT: 140 

LANGUAGE (Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 

CLAIMS A (English) 200137 285 

SPEC A (English) 200137 12074 
Total word count - document A 12359 
Total word count - document B 0 
Total word count - documents A + B 12359 
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Vaccines comprising a polysaccharide antigen-carrier protein 

conjugate and free carrier protein 
Vakzine mit einem Polysaccharide Antigen-Tragerprotein Konjugat und 

freien Tragerprotein 
Vaccins comprenant un conjugue antigene de polysaccharide-proteine 

porteuse et une proteine porteuse libre 
PATENT ASSIGNEE: 

SMITHKLINE BEECHAM BIOLOGICALS S.A. , (1311860), 89 rue de l'Institut, 
1330 Rixensart, (BE), (Applicant designated States: all) 
INVENTOR: 

Slaoui, Moncef Mohamed, SmithKline Beecham Biol . SA, rue de 1' Institute 8 9 

, 1330 Rixensart, (BE) 
Hauser, Pierre, SmithKline Beecham Biologicals S.A, rue de l f Institute 8 9 
, 1330 Rixensart, (BE) 
LEGAL REPRESENTATIVE: 

Privett, Kathryn Louise et al (81082), SmithKline Beecham pic, Corporate 
Intellectual Property, Two New Horizons Court - 2/NHC/l, Great West 
Road, Brentford, Middlesex TW8 9EP, (GB) 
PATENT (CC, No, Kind, Date) : EP 1090642 A2 010411 (Basic) 

EP 1090642 A3 010822 
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APPLICATION (CC, No, Date): EP 2000203772 960604; 

PRIORITY (CC, No, Date): US 472639 950607; GB 9512827 950623; GB 9513443 

950701; GB 9525657 951215 
DESIGNATED STATES: AT; BE; CH; CY; DE; DK; ES ; EI; FR; GB; GR; IE; IT; LI; 

LU; MC; NL; PT; SE 
EXTENDED DESIGNATED STATES: SI 
RELATED PARENT NUMBER (S) - PN (AN) : 

EP 831901 (EP 96920790) 
INTERNATIONAL PATENT CLASS: A61K-039/385 ; A61K-039/116 ; A61K-039/295 ; 

A61K-039/00; A61P-031/00 

ABSTRACT EP 1090642 A2 

The present invention relates to combination vaccines comprising a 
conjugated polysaccharide antigen linked to a carrier protein, and 
wherein the carrier protein is also present as a free antigen in the 
vaccine composition, characterised in that the ratio of polysaccharide to 
protein is from 1:0:3 to 1:2. In particular the vaccine composition of 
the present invention relates to a multivalent vaccine, that is a vaccine 
for the amelioration or treatment of more than one disease states. The 
present invention also relates to the production and use of such a 
vaccine in medicine. 

ABSTRACT WORD COUNT: 93 

LANGUAGE ( Publication, Procedural Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 

CLAIMS A (English) 200115 261 

SPEC A (English) 200115 2411 
Total word count - document A 2 672 

Total word count - document B 0 
Total word count - documents A 4* B 2 672 
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01148679 

Outer membrane proteins from actinobacillus 

pleuropneumoniae 

Hauptproteine der Aussenmembran von actinobacillus pleuropneumoniae 
Proteines principales de la membrane externe de actinobacillus 

pleuropneumoniae 
PATENT ASSIGNEE: 

Pfizer Products Inc., (2434221), Eastern Point Road, Groton, Connecticut 
06340, (US), (Applicant designated States: all) 
INVENTOR: 

Ankenbauer, Robert Gerard, Pfizer Inc., Central Research Division, 

Eastern Point Road, Groton, Connecticut 06340, (US) 
Baarsch, Mary Jo, Pfizer Inc., Central Research Division, Eastern Point 

Road, Groton, Connecticut 06340, (US) 
Campos, Manuel, Pfizer Inc., Central Research Division, Eastern Point 

Road, Groton, Connecticut 06340, (US) 
Keich, Robin Lee, Pfizer Inc., Central Research Division, Eastern Point 

Road, Groton, Connecticut 06340, (US) 
Rosey, Everett Lee, Pfizer Inc., Central Research Division, Eastern Point 
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Road, Groton, Connecticut 06340, (US) 
Warren-Stewart, Lynn Marie, Pfizer Inc., Central Research Division, 

Eastern Point Road, Groton, Connecticut 06340, (US) 
Suiter, Brian Thomas, Pfizer Inc., Central Research Division, Eastern 
Point Road, Groton, Connecticut 06340, (US) 
LEGAL REPRESENTATIVE: 

Simpson, Alison Elizabeth Fraser et al (77401), Urquhart-Dykes & Lord, 30 
Welbeck Street, London WIG 8ER, (GB) 
PATENT (CC, No, Kind, Date): EP 1001025 A2 000517 (Basic) 

EP 1001025 A3 020410 
APPLICATION (CC, No, Date): EP 99308262 991020; 
PRIORITY (CC, No, Date): US 105285 981022 

DESIGNATED STATES: AT; BE; CH; CY; DE; DK; ES; FI ; FR; GB; GR; IE; IT; LI; 

LU; MC; NL; PT; SE 
EXTENDED DESIGNATED STATES: AL; LT; LV; MK; RO; SI 

INTERNATIONAL PATENT CLASS: C12N-015/12; C12N-015/62; C07K-014/285 ; 
A61K-039/07; G01N-033/68 

ABSTRACT EP 1001025 A2 

The present invention is directed to five novel, low molecular weight 
proteins from Actinobacillus pleuropneumoniae (APP) , which are capable of 
inducing, or contributing to the induction of, a protective immune 
response in swine against APP. The present invention is further directed 
to polynucleotide molecules having nucleotide sequences that encode the 
proteins, as well as vaccines comprising the proteins or polynucleotide 
molecules, and methods of making and using the same. 

ABSTRACT WORD COUNT: 70 

NOTE: 

Figure number on first page: 1 

LANGUAGE ( Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 

Available Text Language Update Word Count 

CLAIMS A (English) 200020 3435 

SPEC A (English) 200020 24943 

Total word count - document A 28378 
Total word count - document B 0 

Total word count - documents A + B 28378 
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CONJUGATES FOR TREATING INFLAMMATORY DISORDERS AND ASSOCIATED TISSUE 
DAMAGE 

KON JUGATE ZUR BEHANDLUNG VON ENTZUNDUNGSKRANKHEITEN UND VON ASSOZIERTER 
GEWEBESCHADIGUNG 

TRAITEMENT DE DEGATS TISSULAIRES S ECONDAI RES , ETATS INFLAMMATOIRES ET 

AUTRES TROUBLES, ET COMPOSITIONS A CET EFFET 
PATENT ASSIGNEE: 

Osprey Pharmaceuticals Limited, (2943070), 3400 Petro-Canada Centre, 
150-6th Avenue SW, Calgary, Alberta T2P 3Y7, (CA) , (Proprietor 
designated states: all) 
INVENTOR: 
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60 Governor Drive SW, Calgary, Alberta T3E 4Y9, (CA) 
, 4211, 5A Street SW, Calgary, Alberta T2S 2G8, (CA) 



MCDONALD, John, R. , 
COGGINS, Philip, J. 
LEGAL REPRESENTATIVE: 

Baldock, Sharon Claire et al (73341), BOULT WADE TENNANT, Verulam Gardens 
70 Gray's Inn Road, London WClX 8BT, (GB) 



PATENT (CC, No, Kind, Date) 



EP 1098664 A2 010516 (Basic) 
EP 1098664 Bl 030806 
WO 2000004926 000203 
EP 99932572 990721; WO 99CA659 
120523 980722 
CH; CY; DE; DK; ES; FI ; 



A61K-048/00; 
C07K-014/52; 



APPLICATION (CC, No, Date) : 
PRIORITY (CC, No, Date) : US 
DESIGNATED STATES: AT; BE; 

LU; MC; NL; PT; SE 
EXTENDED DESIGNATED STATES: AL; LT; LV; MK; RO; SI 
RELATED DIVISIONAL NUMBER ( S ) - PN (AN): 

(EP 2003076150) 
INTERNATIONAL PATENT CLASS: A61K-047/48; 

C12N-015/62; C12N-015/29; C12N-015/31; 

C07K-014/415; A61P-029/00 
NOTE: 

No A-document published by EPO 
LANGUAGE (Publication, Procedural Application 
FULLTEXT AVAILABILITY: 
Available Text Language Update 
CLAIMS B (English) 200332 
CLAIMS B (German) 200332 
CLAIMS B (French) 200332 
SPEC B (English) 200332 



990721 



FR; GB; GR; IE; IT; LI ; 



C12N-015/19; 
C07K-019/00; 



English; English; English 



Total word count - document A 
Total word count - document B 
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01029791 

IMMUNE RESPONSES AGAINST HPV ANTIGENS ELICITED BY COMPOSITIONS 
COMPRISING AN HPV ANTIGEN AND A STRESS PROTEIN OR AN EXPRESSION 
VECTOR CAPABLE OF EXPRESSION OF THESE PROTEINS 
IMMUNRESPONSE GEGEN HPV ANT I GENE ERREGT VON ZUSAMMENSETZUNGEN DIE EIN 
HPV ANTIGEN UND EIN STRESSPROTEIN ENTHALTEN ODER EINEN 
EXPRESSIONSVEKTOR FAHIG ZUR EXPRESSION DIESER PROTEINE 
REPONSES IMMUNITAIRES CONTRE LES ANT I GENES DU VPH ET DECLENCHEES PAR 
DES COMPOSITIONS COMPRENANT UN ANT I GENE DU VPH, ET PROTEINE DU 
STRESS OU VECTEUR D' EXPRESSION CAPABLE D 1 EXPRIMER CES PROTEINES 
PATENT ASSIGNEE: 

Stressgen Biotechnologies Corporation, (2563520), No. 120-4243 Glanford 
Avenue, Victoria, British Columbia V8Z 4B9, (CA) , (Proprietor 
designated states: all) 
INVENTOR: 

MIZZEN, Lee, 1936 Quamichan Street, Victoria, British Columbia V8S 2C4, 
(CA) 

CHU, Randall, 2225 Windsor Road, Victoria, British Columbia V8S 3C8, (CA) 
WU, Huacheng Bill, Dr., 403-1535, Jubilee Avenue, Victoria British 
Columbia - V8R 4N4, (CA) 
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LEGAL REPRESENTATIVE: 
Barth, Renate et al 
Munchen, (DE) 
PATENT (CC, No, Kind, Date) 



(62532), Vossius & Partner Siebertstr. 4, 81675 



Al 000524 (Basic) 
Bl 030129 
990218 



APPLICATION (CC, No, Date) : 



WO 98CA246 980320 



GB; GR; IE; IT; LI; LU; 



EP 1002110 
EP 1002110 
WO 99007860 
EP 98910557 980320; 
PRIORITY (CC, No, Date) : US 54835 P 970805 
DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FI ; FR; 

MC; NL; PT; SE 
RELATED DIVISIONAL NUMBER ( S ) - PN (AN): 
(EP 2003001726) 

INTERNATIONAL PATENT CLASS: C12N-015/70; A61K-039/385 ; A61K-039/12; 

C07K-019/00; A61K-048/00 
NOTE: 

No A-document published by EPO 
LANGUAGE ( Publication, Procedural , Application) : English; 
FULLTEXT AVAILABILITY: 
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Available Text 
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SPEC B 
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Total word count - document A 0 
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ANTIBODY FRAGMENT- POLYMER CONJUGATES 
ANT I KORPERFRAGMENT-POLYMERKON JUGATE 

CONJUGUES DE POLYMERES ET DE FRAGMENTS D'ANTICORPS 
PATENT ASSIGNEE: 

Genentech, Inc., (210486), 1 DNA Way, South San Francisco, CA 94080-4990, 
(US), (Proprietor designated states: all) 
INVENTOR: 

HSEI, Vanessa, 5047 Capistrano Avenue, San Jose, CA 95129, (US) 
KOUMENIS, Iphigenia, Apartment 6, 3820 Park Boulevard, Palo Alto, CA 
94306, (US) 

LEONG, Steven, R. , 1914 Eldorado Avenue, Berkeley, CA 94707, (US) 
PRESTA, Leonard, G . , 1900 Gough Street 206, San Francisco, CA 94109, 
(US) 

SHAHROKH, Zahra, 24 Sotelo Avenue, San Francisco, CA 94116, (US) 
ZAPATA, Gerardo, A., 785 Widgeon Street, Foster City, CA 94404, (US) 
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Kiddle, Simon John et al (79861), Mewburn Ellis, York House, 23 Kingsway, 
London WC2B 6HP, (GB) 
PATENT (CC, No, Kind, Date) : EP 968291 A2 000105 (Basic) 

EP 968291 Bl 040128 
WO 1998037200 980827 
APPLICATION (CC, No, Date): EP 98911392 980220; WO 98US3337 980220 
PRIORITY (CC, No, Date): US 804444 970221; US 12116 980122 



Searcher 



Shears 571-272-2528 



10/643314 



DESIGNATED STATES : AT; BE; CH; DE; DK; ES; FI; FR; GB; GR; IE; IT; LI; LU; 

MC; NL; PT; SE 
EXTENDED DESIGNATED STATES: AL; LT; LV; MK; RO; SI 
RELATED DIVISIONAL NUMBER ( S ) - PN (AN): 
(EP 2003019832) 

INTERNATIONAL PATENT CLASS: C12N-015/13; C07K-019/00; A61K-047/48; 

C07K-016/24; C12N-015/85; C12N-005/10 
NOTE: 

No A-document published by EPO 
LANGUAGE ( Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 
Available Text 
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CLAIMS B 
SPEC B 
Total word count 
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DIALOG (R) File 34 8: EUROPEAN PATENTS 
(c) 2004 European Patent Office. All rts . reserv. 

00895368 

CYTOMODULATING CONJUGATES OF MEMBERS OF SPECIFIC BINDING PAIRS 
Z ELLMODULI ERENDE KON JUGATE AUS ELEMENT EN AUS SPEZIFISCHEN BINDUNGSPAAREN 
CONJUGUES CYTOMODULANTS D ' ELEMENTS DE PAIRES DE LIAISON SPECIFIQUES 
PATENT ASSIGNEE: 

SANGSTAT MEDICAL CORPORATION, (1227840), 1505B Adams Drive, Menlo Park, 
CA 94025, (US), (Proprietor designated states: all) 
INVENTOR: 

POULETTY, Philippe, 3 O f Dell Place, Atherton, CA 94027, (US) 
LEGAL REPRESENTATIVE: 

Baldock, Sharon Claire et al (73341), BOULT WADE TENNANT, Verulam Gardens 
70 Gray's Inn Road, London WClX 8BT, (GB) 
PATENT (CC, No, Kind, Date) : EP 833666 A2 980408 (Basic) 

EP 833666 A3 980708 
EP 833666 Bl 031210 
WO 97037690 971016 
APPLICATION (CC, No, Date) : EP 97917902 970409; WO 97US5842 970409 
PRIORITY (CC, No, Date) : US 630383 960410 

DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FI; FR; GB; GR; IE; IT; LI; LU; 

MC; NL; PT; SE 
INTERNATIONAL PATENT CLASS: A61K-047/48 
NOTE: 

No A-document published by EPO 
LANGUAGE ( Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 
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00880611 

HUMAN ANTIBODIES THAT BIND HUMAN TNFalpha 

HUMANE ANTIKORPER WELCHE AN HUMANEN TNFalpha BINDEN 

ANTICORPS HUMAINS SE FIXANT AU FACTEUR NECROSANT DES TUMEURS DE TYPE alpha 
PATENT ASSIGNEE: 

BASF Aktiengesellschaft, (200000), Carl-Bosch-Strasse 38, 67063 
Ludwigshafen, (DE) , (Proprietor designated states: all) 
INVENTOR: 

SALFELD, Jochen, G. , 111 Old Westboro Road, North Grafton, MA 01536, (US) 
ALLEN, Deborah, J., 143a Shelbourne Road, London N17 9YD, (GB) 
KAYMAKCALAN, Zehra, 4 Piccadilly Way, Westboro, MA 01581, (US) 
LABKOVSKY, Boris, Apartment 532, 1630 Worcester Road, Framingham, MA 
01701, (US) 

MANKOVICH, John, A., 416 Lowell Street, Andover, MA 01810, (US) 
MCGUINESS, Brian, T., 22 The Lane, Hauxton, Cambridge CB2 5HP, (GB) 
ROBERTS, Andrew, J., 15 Cavendish Road, Cambridge CB1 3AE, (GB) 
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HOOGENBOOM, Hendricus, R. , J., M. , Muggenstraat 45, Bus 12, B-3500 
Hasselt, (BE) 

SCHOENHAUT, David, 55 East Ninth Street, Clifton, NJ 07011, (US) 
VAUGHAN, Tristan, J., 9 Villa Road, Impington, Cambridge CB4 4NZ, (GB) 
WHITE, Michael, 30 Angelica Drive, Framingham, MA 01701, (US) 
WILTON, Alison, J., 46 Huntingdon Road, Cambridge CB3 0HH, (GB) 

LEGAL REPRESENTATIVE: 

Riedl, Peter, Dr. et al (57561), Patentanwalte Reitstotter, Kinzebach & 
Partner Postfach 86 06 49, 81633 Munchen, (DE) 

PATENT (CC, No, Kind, Date) : EP 929578 Al 990721 (Basic) 

EP 929578 Bl 030502 
WO 97029131 970814 

APPLICATION (CC, No, Date) : EP 97906572 970210; WO 97US2219 970210 

PRIORITY (CC, No, Date) : US 599226 960209; US 31476 P 961125 

DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FI; FR; GB; GR; IE; IT; LI; LU; 
MC; NL; PT; SE 

RELATED DIVISIONAL NUMBER ( S ) - PN (AN): 
EP 1285930 (EP 2002022788) 

INTERNATIONAL PATENT CLASS: C07K-016/24; C12N-015/13; C12N-015/64; 
C12N-005/10; C12N-001/21; A61K-039/395 ; G01N-033/68 
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DIALOG (R) File 348: EUROPEAN PATENTS 
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Methods of improving allograft or xenograft tolerance by administration of 

an LFA-3 or CD2 binding protein 
Verfahren zur Verbesserung der Toleranz fur Allotransplantaten und 

Xenotransplantaten durch Verabreichung eines LFA-3- oder 

CD2-Bindungsproteins 
Procedes d 1 amelioration de la tolerance des greffes allogenes ou xenogenes 

par administration d'une proteine liante a LFA-3 ou CD2 
PATENT ASSIGNEE: 

BIOGEN, INC., (1049451), 14 Cambridge Center, Cambridge Massachusetts 
02142, (US), (Proprietor designated states: all) 
INVENTOR: 

Wallner, Barbara, P./7 Centre Street, Cambridge, MA 02139, (US) 
Benjamin, Christopher, D./2 Oak Hill Lane, Beverly, MA 01915, (US) 
LEGAL REPRESENTATIVE: 

Ruffles, Graham Keith (43041), MARKS & CLERK, 57-60 Lincoln's Inn Fields, 
London WC2A 3LS, (GB) 
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soluble LFA-3 polypeptide linked to a pharmaceutical agent, is used in 
the preparation of a medicament for use in a method of improving 
tolerance of transplanted allograft tissue or xenograft tissue in a 
mammal, including a human, wherein the method comprises implanting in the 
mammal an allograft or a xenograft and administering the protein. 

ABSTRACT WORD COUNT: 8 8 

NOTE: 

Figure number on first page: NONE 

LANGUAGE ( Publication, Procedural, Application) : English; English; English 
FULLTEXT AVAILABILITY: 



Available Text 


Language 


Update 


Word Co 


CLAIMS 


A 


(English) 


199707W5 


270 


CLAIMS 


B 


(English) 


200150 


214 


CLAIMS 


B 


(German) 


200150 


203 


CLAIMS 


B 


(French) 


200150 


228 


SPEC A 




(English) 


199707W5 


10759 


SPEC B 




(English) 


200150 


9008 



Searcher 



Shears 



571-272-2528 



10/643314 



Total word count - document A 11030 
Total word count - document B 9653 
Total word count - documents A + B 20683 



15/3,AB/21 (Item 19 from file: 348) 

DIALOG (R) File 34 8: EUROPEAN PATENTS 
(c) 2004 European Patent Office. All rts, reserv. 

00829143 

VACCINE COMPRISING A POLYSACCHARIDE ANTIGEN" CARRIER PROTEIN 

CONJUGATE AND FREE CARRIER PROTEIN 
VAKZINE MIT EINEM POLYSACCHARIDE ANTIGEN-TRAGERPROTEIN KONJUGAT UND 

FREIEN TRAGERPROTEIN 
VACCINS COMPRENANT UN CONJUGUE ANT I GENE DE POLYSACCHARIDE- PROTEINE 

PORTEUSE ET UNE PROTEINE PORTEUSE LIBRE 
PATENT ASSIGNEE: 

SMITHKLINE BEECHAM BIOLOGICALS S.A., (1311860), 89 rue de l'Institut, 
1330 Rixensart, (BE), (Proprietor designated states: all) 
INVENTOR : 

SLAOUI, Moncef Mohamed, SmithKline Beecham Biologicals S.A., Rue de 

l'Institut 89 1330 Rixensart, (BE) 
HAUSER, Pierre, SmithKline Beecham Biologicals S.A., Rue de l'Institut 
1330 Rixensart, (BE) 
LEGAL REPRESENTATIVE: 

Dalton, Marcus Jonathan William et al (60102), SmithKline Beecham pic 
Corporate Intellectual Property, Two New Horizons Court, Brentford, 
Middlesex TW8 9EP, (GB) 
PATENT (CC, No, Kind, Date): EP 831901 Al 980401 (Basic) 

EP 831901 Bl 010919 
WO 9640242 961219 
APPLICATION (CC, No, Date): EP 96920790 960604; WO 96EP2436 960604 
PRIORITY (CC, No, Date): US 472639 950607; GB 9512827 950623; GB 9513443 

950701; GB 9525657 951215 
DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FI ; FR; GB; GR; IE; IT; LI; LU 

MC; NL; PT; SE 
EXTENDED DESIGNATED STATES: SI 
RELATED DIVISIONAL NUMBER ( S ) - PN (AN): 
EP 1090642 (EP 2000203772) 

INTERNATIONAL PATENT CLASS: A61K-039/385 ; A61K-039/00; A61K-039/39 
NOTE : ~ 

No A-document published by EPO 
LANGUAGE ( Publication, Procedural, Application) : English; English; Enqlish 
FULLTEXT AVAILABILITY: 



Available Text 


Language 


Update 


Word 




CLAIMS B 


(English) 


200138 


195 




CLAIMS B 


(German) 


200138 


179 




CLAIMS B 


(French) 


200138 


214 




SPEC B 


(English) 


200138 


2532 


Total 


word count 


- document 


A 


0 


Total 


word count 


- document 


B 


3120 


Total 


word count 


- documents A + B 


3120 



15/3,AB/22 (Item 20 from file: 348) 

DIALOG (R) File 34 8: EUROPEAN PATENTS 



Searcher 



Shears 571-272-2528 



10/643314 



(c) 2004 European Patent Office. All rts . res 



erv. 



00804486 

Neisseria meningitidis capsular polysaccharide conjugates 
Konjugate von Neisseria Meningitidis Kapselpolysacchariden 

Composes conjugues a partir de polysaccharides capsulaires de Neisseria 

meningitidis 
PATENT ASSIGNEE: 

CONNAUGHT LABORATORIES LIMITED, (267451), 1755 Steeles Avenue West 
Willowdale Ontario M2R 3T4, <CA), ( applicant designated states : 
BE; DE; FR; GB; IT) 
INVENTOR: 

Kandil, Ali, 245 Park Home Avenue, Willowdale, Ontario M2R 1A1, (CA) 
Klein, Michel H., 16 Munro Boulevard, Willowdale, Ontario M2P 1B9, (CA) 
Chong, Pele, 32 Estoril Street, Richmond Hill, Ontario L4C 0E6, (CA) 

LEGAL REPRESENTATIVE: 

Smart, Peter John (43071), W.H. BECK, GREENER & CO 7 Stone Buildings 
Lincoln's Inn, London WC2A 3SZ, (GB) 

PATENT (CC, No, Kind, Date) : EP 747063 A2 961211 (Basic) 

EP 747063 A3 990324 

APPLICATION (CC, No, Date): EP 96304311 960607; 

PRIORITY (CC, No, Date) : US 474392 950607 

DESIGNATED STATES: BE; DE; FR; GB ; IT 

INTERNATIONAL PATENT CLASS: A61K-047/48; A61K-039/095; 
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Capsular polysaccharides containing multiple sialic acid residues 
particularly the Group B polysaccharide of Neisseria meningitidis, are 
modified by chemical reaction to randomly introduce pendant reactive 
residues of heterobif unctional linker molecules to the polysaccharide 
backbone. The capsular polysaccharide is deacetylated and the 
heterobifunctional linker molecule is reacted with the deacetylated 
material and any residual amino groups are blocked by reaction with 
alkyl acid anhydride. The introduction of the linker molecules to the 
polysaccharide chain between the termini enables the polysaccharide to 
be linked to a carrier molecule, such as a protein, to enhance the 
immunogenicity of the polysaccharide. The conjugate molecule may be 
formulated as an immunogenic composition for raising antibodies in a 
host to the polysaccharide. 
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ABSTRACT EP 516286 Al 

In order to produce hepatitis B virus (HBV) surface proteins in the 
form of particles with substantially reduced entrapped carbohydrate 
content, DNA encoding the HBV surface proteins was expressed in a 
recombinant yeast host which is deficient in its ability to glycosylate 
proteins. These HBV surface proteins display the antigenic sites 
genetically encoded by the S domain of the HBV virion envelope open 
reading frame and contains substantially reduced levels of entrapped 
carbohydrate when compared with HBsAg particles produced in "wild-type" 
yeast cells. These particles are useful as a vaccine for both the active 
and passive treatment or prevention of disease and/or infection caused by 
HBV or other agents serologically related to HBV. (see image in original 
document) 

ABSTRACT WORD COUNT: 120 

NOTE: 

Figure number on first page: 1 



LANGUAGE (Publication, Procedural, Application) 
FULLTEXT AVAILABILITY: 



English; English; English 



Available Text 


Language 


Update 


Word 




CLAIMS A 


(English) 


EPABF1 


305 




CLAIMS B 


(English) 


200215 


166 




CLAIMS B 


(German) 


200215 


132 




CLAIMS B 


(French) 


200215 


201 




SPEC A 


(English) 


EPABF1 


10191 




SPEC B 


(English) 


200215 


10348 


Total 


word count 


- document 


A 


10496 


Total 


word count 


- document 


B 


10847 


Total 


word count 


- documents A + B 


21343 



15/3,AB/31 (Item 29 from file: 348) 

DIALOG (R) File 34 8: EUROPEAN PATENTS 
(c) 2004 European Patent Office. All rts. reserv. 

00539557 

Multiple hepatitis B virus surface proteins which form 
particles . 

Partikeln bildende multiple Hepatitis-B-Virus-Oberf lachen-Proteine . 
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ABSTRACT EP 511854 Al 

In order to produce a mixture hepatitis B virus (HBV) surface proteins 
in the form of particles, DNA encoding two or more HBV proteins was 
expressed by a single recombinant yeast. In order to form particles with 
substantially reduced carbohydrate, such DNA encoding two or more HBV 
proteins is expressed in a single recombinant yeast host which is 
deficient in its ability to glycosylate proteins. These HBV proteins 
display the antigenic sites genetically encoded by the S domain 
(including the preS domain) of the HBV virion envelope open reading frame 
and when expressed in a yeast deficient for its ability to glycosylate, 
contain substantially reduced levels of entrapped carbohydrate when 
compared with HBsAg particles produced in yeast cells "wild-type" for 
glycosylation. These particles are useful as a vaccine for both the 
active and passive treatment or prevention of disease and/or infection 
caused by HBV or other agents serologically related to HBV including 
antigenic variants in the immunodominant epitopes of the surface protein 
and also are useful as antigens and immunogens for development of 
diagnostic tests for such diseases or infections, (see image in original 
document) 
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Novel conjugates are provided comprising a moiety capable of 
specifically binding to a target cell joined to a selective moiety for 
binding to an endogenous effector agent, capable of causing cell 
inactivation or cytotoxicity. Example of conjugates are a ligand for a 
surface membrane protein, e.g. IL-2 receptor, joined to a polysaccharide 
A or B antigen. The conjugates may be used to specifically destroy cells 
associated with a pathogenic condition. 
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meningitidis and of HIV-1 related peptides. 
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ABSTRACT EP 51955 4 Al 

The Class II major immuno-enhancing protein (MIEP) of Neisseria 
meningitidis, purified directly from the outer membrane of Neisseria 
meningitidis, or obtained through recombinant cloning and expression of 
DNA encoding the MIEP of Neisseria meningitidis, has immunologic carrier 
as well as immunologic enhancement and mitogenic properties. Conjugates 
of this protein and HIV-1 related peptides are useful for the induction 
of mammalian immune responses directed against the peptides, against 
HIV-1 strains, and for the neutralization of HIV-1 and prevention of 
HIV-I related diseases. 
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The present invention relates to intercellular adhesion molecules 
(ICAM-1) and their interaction with the Mac-1 receptor molecule. The 
invention relates to the use of these molecules and their functional 
equivalents in the treatment of inflammation and viral diseases. 
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Improved oligosaccharide conjugate vaccines. 

Verbesserte Vakzine auf der Basis von Oligosaccharid-Konjugaten . 
Vaccins ameliores a base de conjugues d 1 oligosaccharides . 
PATENT ASSIGNEE: 

AMERICAN CYANAMID COMPANY, (212594), One Cyanamid Plaza, Wayne, NJ 
07470-8426, (US), (applicant designated states: 
AT; BE; CH; DE; DK; ES; FR; GB; GR; IT; LI ; NL ; SE) 
INVENTOR: 

Porro, Massimo, 97 Via Selvapiana, Rapolano Terme, 1-53040 Siena, (IT) 
LEGAL REPRESENTATIVE: 

Wachtershauser, Gunter, Prof. Dr. (12711), Patentanwalt, Tal 29, D-80331 
Munchen, (DE) 

PATENT (CC, No, Kind, Date) : EP 477508 Al 920401 (Basic) 

EP 477508 Bl 950712 
APPLICATION (CC, No, Date) : EP 91113163 910806; 
PRIORITY (CC, No, Date) : US 590649 900928 

DESIGNATED STATES: AT; BE; CH; DE; DK; ES; FR; GB; GR; IT; LI; NL; SE 
INTERNATIONAL PATENT CLASS: A61K-039/09; A61K-031/70; 

ABSTRACT EP 477508 Al 

The present invention relates to an improved method for producing 
oligosaccharide conjugate vaccines. In an additional aspect of the 
invention, oligosaccharide vaccines are produced which elicit a 
monospecific and homogeneous immune response to capsular polysaccharide. 
A specific embodiment of the invention provides for vaccines which induce 
immunity to prevalent serotypes of Streptococcus pneumoniae. 
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ABSTRACT EP 4 84 621 A2 

This invention is directed to a vaccine for the prevention of disease 
caused by Bordetella pertussis which comprises the pertussis antigens 
filamentous hemagglutinin, detoxified lymphocytosis promoting factor and 
a 69 kilodalton outer membrane protein, where said antigens are 
individually purified prior to being combined to form the vaccine. The 
invention is further directed to pertussis vaccines where the antigens 
are combined in any ratio, including ratios not possible in whole cell or 
co-purified acellular pertussis vaccines. The pertussis antigens may be 
further combined with other individually purified pertussis antigens, 
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A conjugate of the major neutralizing determinant of HIV, covalently 
linked to Neisseria outer membrane proteosome (Orap) , is prepared and 
found to neutralize HIV after inoculation in monkeys. The conjugate is 
useful as a vaccine against AIDS or ARC as well as in the treatment of 
AIDS or ARC. 
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Use of intercellular adhesion molecules, and their binding ligands in 
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The present invention relates to the use of intercellular adhesion 

molecules (ICAM-1), their functional derivatives, and molecules which 

bind to them, in the treatment of asthma. 
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The present invention relates to intercellular adhesion molecules 
(ICAM-2) which are involved in the process through which lymphocytes 
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disclosed. 
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Hepatitis B virus core antigen (HBcAg) has been expressed in yeast at 
levels approaching 30% of the soluble yeast proteins. The expressed 
22,000 dalton polypeptide aggregates into 28 nm particles which are 
morphologically and immunologically indistinguishable from native HBcAg 
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also disclosed. 
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ABSTRACT: A method for immunizing an individual to prevent disease caused 
by a Gram-negative bacterial pathogen is claimed, which involves 
vaccinating the individual with a formulation (claimed) consisting of a 
Gram-negative bacterium htrB mutant, endotoxin isolated from the 
mutant, endotoxin isolated from the mutant and conjugated with a 
carrier protein, or a mutant which has been genetically engineered to 
express at least one heterologous vaccine antigen as the active 
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ingredient. Also claimed are methods for producing a mutant endotoxin 
or a Gram-negative bacterium mutant having substantially reduced 
toxicity as compared with the wild-type endotoxin or bacterium, which 
involves mutating an htrB gene within the bacterium causing a phenotype 
characterized by a mutant endotoxin lacking at least one secondary acyl 
chain on lipid-A contained in the wild-type bacterium. The endotoxins 
have reduced toxicity compared with the wild-type endotoxins and yet 
retain antigenicity. The compositions can be used as prophylactic or 
therapeutic vaccines against endotoxic shock and Gram-negative 
bacteremia. (79pp) 
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